KPATKA XAPAKTEPHCTHKA HA ITPOJIYKTA

1.  UME HA JIEKAPCTBEHHUSA TPOAYKT

[Masonanu6 G.L. Pharma 200 mg dunmupanu tabnetku
Pazopanib G.L. Pharma 200 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHhCTAB

Hazonanut G.L. Pharma 200 mg dumuparu mabremru:

N3NbHUTENHA AI'EriUVlFF 10 ﬂkKPPLTBATA
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Bcska TabneTka chabpia nazonaHub xuapoxsiopua, eksrupanented Ha 200 mg nasonaHub
(pazopanib)

3a NbJIHKA CINUCBHK Ha NOMOIIHMTE BEIIeCcTBa BHKTe Touka 6.1.

3.  JIEKAPCTBEHA ®OPMA

@unmupanu TabenTkH (Tabnerka).

llazonanud G.L. Pharma 200 mg dwimupanu mabiemxu:

[poabarosara po3oBa ¢unmupana tabnerka ¢ BuIbOHaTO penedHO o3HaueHwe ,,200° or enHaTa
cTpaHa, ¢ pasmepu npubnusurenso 14,3 mm x 5,7 mm.

4. KJIMHWYHHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHS

b16peuno-kieTbueH kapuuHom (RCC)

Ilazonanub G.L. Pharma e nokasaH npu BB3pacTHH 3a Je4eHHWe OT MbPBA JIMHHA Ha aBaHCHpan
6B0peuHo-KaeThueH kapunHoM (RCC) M 3a nauMeHTH, KOMTO ¢a MoJlyyaBaiM npeay TOBa LIMTOKHHHA

TEparus 3a aBaHCHpaJlo 3abonsaBaxe.

CapkoM Ha MekuTe ThkaHH (STS)

[Tasonanu® G.L. Pharma e noka3saH 3a jie4eHne Ha Bb3PACTHH MALIMEHTH CbC CEIEKTUBHH MOATHIIOBE

MeTacTaTHYHO 3a00/sBaHe WM ca MpPOrpecHpanu B paMkuTe Ha 12 meceua cren

Teparus.

EdukacHoctra M Ge30macHoOCTTa ca yCTAHOBEHM CaMO MpPH OMpEAeeHH XHCT




noarainose STS (k. To4ka 5.1).

42 [lo3apoBKka H HAYHE HA NPRJAOKEHHE

Jlevenueto ¢ Masonannb G.L. Pharma Tpa6Ba aa ce 3anousa caMo OT JeKap ¢ ONHT B NPWIAraHETO Ha
NPOTHBOPAKOBH JIEKAPCTBEHU MPOAYKTH.

03HPOBKA
Buapacmnu

Hpenopruntennara nosa nasonanu6 3a nevenue Ha RCC unu STS e 800 mg BeAHBX JHEBHO.

Moouguxayuu na dozama

MoaubukalusTa Ha /03ara (HaMaisBaNe WIM yBelHvasase) TpaOBa na 6Ble ¢ HaMaNCHHS WIH
ysermuenus ot 200 mg noetanHo B3 OCHOBA Ha HHAMBHIYANHATA MOHOCHMOCT, 33 Ja CE OBJAJEAT
HexeJiaHuTe peakiyi. Jlo3ara sa naszonaHuG He Tpa6Ba Aa Haguinasa 800 mg.

llecuampuuna nonynayus
Ilazonanu6 He TpaGBa Aa ce W3NON3BA NPH Aela HA BE3PAcT MO 2 TOIMAM NOpail cho0paxeHHs 3a
fe30macHOCTTa 0 OTHOWIEHHE Ha PacTeXka M PA3BHTHETO HA OpraHuTe (Bx. TOYKH 4.4 1 5.3).

Bezonachoctra M edukacHocTTa Ha MasonaHKG NpH Aena Ha BB3pact o1 2 1o 18 rofuum Bee ome He ca
YCTAHOBEHH.

Hanwysure noHacTosIeM NaHHH €3 OTHCaHK B TOUKH 4.8, 5.1 M 5.2, HO NpenopBKH 3a AO3MPOBKATA
He MOTaT Ja OBAAT ARHCHH.

Hayuenmu ¢ cmapyuecka ev3pacm

Hma orpanvuens faHHM 2a yrmoTpe0aTa Ha nasonadu npH maueHTH Ha 65 M noBede roauHd. B
Npoy9YBaHKA Ha nasonaHHt npu nanueHTH ¢ RCC karto 1o He ca HabuoKaBaHH KIIMHHYHO 3HAYHMH
pazTvkd B Ge30MacHOCTTa Ha MA30NaHHG Mexay MAalMEHTH HAa BB3PAcT Haii-Manko 65 TroJMHM H Io-
MJaJM NalHeHTH. KIIHHHYHHAT ONHT HE e YCTAHOBHJ pa3fivKH B OTTOBOPHTE MEXUIY NALUMEHTH B
CTap4ecka BBL3PacT M IO-MIaAM MAalMeHTH, HO He MOXE Jia C& H3KIIOYH NO-ToNMa JyBCTBUTEIHOCT
NPH HAKOH NALMCHTH B CTApPYECKa Bh3pacT.

bropeurno yepexcoane
Manko BepoaTHO ¢ OnOpeuno yspexaaHe Ja uWMa KIMHHUYHO 3HaYHM  eeKT BBpXY

c])apualcomemxam HA [Ma30MmaHud, Kato ce HMMa npeABHI HHCKATa 61,6peqHa €KCKpCuHA Ha
nasonaHub W HeroeuTe MetaGonmtd (Bxk. Touka 5.2). ITopazm TOBa He ce Hanara KOpPHIHMpaHe Ha
103aTa APH NALHEHTH ¢ KPEaTHHHHOB KaupbHC Han 30 ml/min. IIpenoprysa ce NOBHIMEHO BHUMAHHE
0pH NAaNMEHTH ¢ KPEaTHHWHOB KApPBHC non 30 ml/min, Thi KaTo NHOCBA ONMHT € MECYECHHETO C
na3onaHub IpH TA3W NOMY/aLKA NANHEHTH.

Yeprodpobo yepexcdane
[Ipenopekure 3a J03MpaHe nNpH NAUWEHTH ¢ 4epHOApoOHO YBpeXkJaHE C€ OCHOBABAT Ha
$apMaKOKHHETHYHH NIPOYYBAHHA HA Ma3onaHmMb NPy NaNKEHTH ¢ Pa3NM4HA CTENCH HAa YepHOApoGHa
mvchynkims (Bx. Todka 5.2). Ha BcHukM magmeHTH TpsbBa fAa c¢e M3BBpIAT 4epHOAPOGHH
¢yHKUHMOHANNH TECTOBE, 33 Ja ¢ ONPESIH AN HMAT YepHOAPOOHO yBpexIaHe, IPeAY 3ano4BaHe H
N[O BPEME Ha TEpANHATA ¢ nasonaHub (XK. Touka 4.4). [IpunaraHero Ha nasonaHub mpH MAlKEHTH C
JIeK0 WIH YMEPeHO 4epHOApoOHO yBpexaane Tpabpa Aa ce W3BBPIIBA ¢ NOBHIIEHO BHHMaHHE H
BHAMATENHO MpocneAsBaHe Ha nowocumocTTa. 800 mg maszonann® Bex
NpEenopBUNTENHATA 034 NPH MAUHEHTH C JIKH OTKNOHEHWA B CEPYMHHTE Y&
(nepuHHpann WA Kato HOpManeH OmaMpYOHMH H BCAKAa CTENEH HAa IO
ampHoTpaHcepasata (ALT), uiu karo nosuineHne Ha GWIApyOHHA (>35%




(nednnvpano xato nosumasane Ha GunupyGuHa >1,5 a0 3 x ULN, He3aBHCHMO OT CTOHHOCTTA Ha
ALT) (xk. Touxa 5.2).

Ilasonannb He ce mpenopkvBa NPH NALMEHTH C TEXKKO YepHOZPOGHO yBpexaaHe (AehHHHPAHO KaTO
o6 6unnpy6un >3 x ULN, He3aBHCHMO 0T cTolHocTTa Ha ALT).

Bikte Touka 4.4 3a mpocnemABaHe Ha (YHKUMATZ Ha vepHHA Apod W MpoOMAHA HAa 103aTa NPH
MAUHEHTH ¢ XENATOTOKCHYHOCT, PeAN3BHKAHA OT JISKAPCTEA,

Haunn Ha npunoxenue

ITasonanut G.L. Pharma e 3a nepopaito npunoxense. TpsaGBa na ce npremMa Ge3 xpaHa, Hai-MaJKo
e/[HH Yac MpeJy HIH JABa uYaca cllefl Xpadene (BX. Touka 5.2). dunmmpanure TabneTkn Tpabsa na ce
APHEMAT 1IeJIM C BOJIA H /1a HE Ce UyTAT MW HATPOIMABAT (BXK. TOUKa 5.2).

43 IIporEBONOKA3IAHEY

CBPEXYYBCTBHTENHOCT KBM aKTHBHOTO BEIECTBO WIH KBbM HAKOE€ OT MOMOUIHHTE BEILIECTBA,
30poern B To4Ka 6.1.

44 CoenpaIBB DpeIyNpeXICHAN H NpeANAIHA MEPKH HDPH ynoTpeba

Yepuonpobuu epexrn

CrobmaBaHH ca ciIy4aH Ha YePHOAPOOHA HEAOCTATHYHOCT (BKIIOYHTENHO (haTalHH) MO BPEME Ha
ynorpeba Ha nasonmaru6. Ilpmnarasero Ha nasonasu® npH NMalMeHTH ¢ JICKO HIH YMEPEHO
yepHoapoOHO yBpexAaaHe TpabBa Ja ce M3BLPIIBA ¢ MOBHINEHO BHHUMAHHE H BHHMATENHO
npocneaspane. 800 mg nazonaHuG BeaNEK AHEBHO € TIPENOPHYMTENIHATA 1034 NPH NALHEHTH C JIEKH
NaTONOTHH B CEPYMHHTE 4YepHOAPOOHH TecToBe (KaTo HOpmasieH OMIHpYGMH H BCSKa CTeneH Ha
noeHmenne Ha ALT unu karo nosumeHHe Ha 6umpy6una no 1,5 x ULN, He3aBHCHMO OT CTOHHOCTTA
Ha ALT). IlpenopbuBa ce HmaManeHa fosa masomaHu® or 200 mg BeOHEK AHEBHO [IPH MALHEHTH C
YMepeHo qepHoapobHO yBpexaane (noBumasane Ha Gunupy6una >1,5 ao 3 x ULN, HesaBHcHMO OT
croiihoctra Ha ALT) (k. Touku 4.2 W 5.2). ITazonanuG He ce npenopbyBa NpH MAUMEHTH ¢ TEKKO
YepHOApoOHO yBpeknaHe (06m Gmnupy6un >3 x ULN, HesaBucuMoO OT croiiHocTTa Ha ALT) (BX.
ToUkH 4.2 1 5.2). Excnosuuusra npu n03a or 200 mg npu Te3n nallMeHTH € 3HAYHTENHO HAMaNeHa,
MdKap M CHIHO TPOMEHIHBA, KAaTO CTOMHOCTHTE CE CUMTAT 32 HEAOCTATHYHH 34 MOJNyYaBaHE Ha
KIHHHIHO 3HAYHM €QeKT.

[Ipy knHHUYHA TPOYYBAHKA ¢ MA30MAHMO ce HabmoNaBa NMOBMINABAHE HA CEPYMHHTE TPAHCAMHHA3H
(ALT, acnaprar amuHoTpanchepasa [AST]) u 6unupyGuna (Bx. Touka 4.8). B noseuero ciyvan ca
cbobImeHH H30NHpaHU mosHmeHAA Ha ALT u AST, Ge3 CHITBTCTBAINH MOBHMINEHHA HA ANKATHATA
docdaraza wim GunHpy6Guna. [NaunenTn Ha BE3pacT Ham 60 rORMHM MOXKE N3 Ca MITONKEHH Ha Mo-
BHCOK PHCK oT jeko (>3 x ULN} ao texko (>8 x ULN) nosuinasane Ha ALT. TlatmpeHTre, KOHTO
Hocar anena HLA-B*57:01, umar noBumen puck OT cBbp3anM ¢ nasomann®G nosuieHHs Ha ALT.
HYepHonpobnata (ynkuus Tpabsa na ce npocnesBa npH BCHYKY NMALHEHTH, HOTyIaBalliM NasonaHuo,
HE3ABHCHMC OT FeHOTHIT HWIH BB3pacT (BK. To4ka 5.1).

Cepymnn qeproapobHM TecTOBe TpAGBa Ja ce H3BLPLIBAT Npeay 3aMoYBaHe Ha JISYEHHE ¢ nasonanud,
B ceIMHIM 3, 5, 7 1 9, cnen ToBa B Mecell 3 B 4, ¢ JOMWIHHTC/IHA H3CTEABAHHA CROPEA KITHHWIHHTE
nokasanus, Cyien ToBa, cnen mecel 4, Tpa6Ba Na MPOAB/LKAT A4 CE NPABAT NEPUOMYHN H3CTEIBAHHA.

Bmwxkre Tabmuna 1 3a Hacoky 3a NnpoMsHa Ha 03474 NPH NAUHSHTH ¢ H3XOAHH CTOMH
Onnipy6un < 1,5 x ULN 1 AST u ALT <2 x ULN:




Tabnemal Monadaxcanun HA J03ATA 32 XeNATOTOKCHTHOCT, HPEARIBAKARA OT JEKAPCTBOTO

CroiiHocTH Ha uepHOOpPOGHOTO
H3CeABaHE

Moaudukaums Ha gozara

INosuaeasie Ha

Ilpomwinkete ¢ ma3onaHub CHC CEAMHYHO NPOC/IEAABANE Ha

TpaHCAMHHA3UTE YyepHOApoOHaTa yHKUMA, JOKATO TPAHCAMHHAIUTE C& BLPHAT /10
Mexay 3 H 8 x ULN creneH | M A0 H3XOTHOTO HHBO.

ITopHmapakne Ha IlpexbecHeTe npueMa Ha NasonaHub, ZOKATO TPAHCAMHHA3HTE Ce
TPAaHCAMHHA3HTE 0 BBPHAT AO CTENEH | WIH H3XOAHOTO HUBO.

>8 x ULN AKo ce cueTe, ue NOTSHUHAIHATA 1107133 OT NOBTOPHOTO

3anoYBaHe Ha ASYSHHETO ¢ NA30onaHub HAABHIOABA PUCKA OT
XeNaTOTOKCHYHOCT, TOraga fIOAHOBETS JISISHHETO ¢ Ma30naHub B
HaMalneHa xo3a oT 400 mg OHSBHO H NpaBeTe CCPYMHH
4epHOAPOOHM TECTOBE BCAKA CEeAMHALA B NPOTLIKEHHE Ha 8
ceamuny. Cnea noJHOBABAHE Ha JIEYSHHETO ¢ MazonaHub, ako
NMOBHINEHUATA HA TpaucaMmunasute >3 x ULN ce HOBTOPAT, TOraea
NPHEMET Ha Ma3onaHub TpabBa 1a e OKOHYATENHO
MPEYCTAHOBEH.

INoBHiaBane Ha
TPaHCAMMHA3HTE

>3 x ULN eqHOBpEeMEHHO ¢
NOBHIIABaHe Ha OHTHpYOHHa

TpekpaTeTe OKOHYATENHO JIEUSHHETO ¢ NAa3oMaHub.
TanmenTure Tpatea na GuaaT HabnoaBAHK AC BPbIaHe KbM
cTeneH 1 WiK H3X0AKOTO HUBO. T1asonaHnd ¢ HHXHO6HTOP Ha
UGTI1AL. IIpu nauperTH ¢b¢ cUHAPOM Ha JKuiabep Moxe Ha ce

>2 x ULN TNIOABH feKa, HEITPSKA (HEKOHIOTHPaHa) XHIIepOHIHpyOHHEMHSL.
[ManMeHTH caMo ¢ Jieka HelmpaKa XunepOHnupyOGUHeMus, H3BECTEH
WM npeanonaraeM cinapom Ha XKunbep u nopumenue Ha ALT
>3 x ULN 1psabBsa Aa ce nekyBaT CbrIacHO NPENOPLKUTE,

H3N0XKEHH 34 H30THPaHH noBHimends Ha ALT.

EnHoepemenHara ynotpeba Ha naszonann0 1 CHMBacTaTHH MOBHIIABA PHCKA OT NosHimmasaHe Ha ALT
(B2xk. TOUKa 4.5) ¥ Tpa6Ba a ce NpeANpHeMa ¢ NOBHILIEHO BHAMAHHE H BHUMATEHO HabmoneHue.

Xunepronus

B KIHHHYHH NpOy9YBaHMs ¢ HA30MAHHO ca HACTHNMIM CHOMTHA Ha XHIICPTOHMSA, BIUTIOHHTENHO
HOBOJMATHOCTHLMPAHH CHMITTOMaTHYHH eMH30JH HA TOBHIICHO KPLBHO HAIATAHE (XMNEPTOHHYHA
kpH3a). KpesHoTo HamdArase tpabea aa 6bae sobpe KOHTpONMpaHO NMpeaM 3aM0YBaHe HAa TIPHEMa Ha
nasonanu®. [Nauyenture Tpabea na GbaaT HaONONABAHK 33 XHIIEPTOHHS CKOPO CJIE] 3aMOYMBaHE Ha
JICYEHHETO (HE MOBEUE OT ¢AHA CEAMMLA cnej 3aMOYBaHe HA MPHEMa Ha Na3omanu6) M YecTo ciel
TOBA, 332 Ja Ce OCHIYPH KOHTPOJ Ha KpbBHOTO HauAraHe. [[OBMIICHW HMBA Ha KPBBHO HAJLAraHe
(cucTonHYHO KpBBHO Hajsrase >150 mmHg Wik auactonMyHO KpbBHO Hamsrade >100 mmHg) ce
NOKBSBAT B HAYAIOTO Ha NieyeHHeTo (npuGmuzurento 40% OT cIyqaHTe ca HACTHIMIKE N0 9-Md ACH H
mpubnm3nTenHe 90% OT cnyuawre ca HacThmunH npes mbpeuTe 18 cemmuim). KprsHoTo HanaAraxe
TpAGBa Ja ce npocnensBa M JleKyBa He3abaBHO, Karo ¢ M3NOA3BA  KoMOHHAUMA oOT
AHTHXHIICPTCH3NBHA TEpalkd M NpPOMsHA HA J03aTa Ha nasonaHu® (MPEeKBCBaHE ¥ IMOBTOPHO
3an04BAHE TIPH HaMalleHa [03a Bh3 OCHOBA Ha KIMHHYHAra npeucHka) (Bxk. Touku 4.2 u 4.8).
TlpuemsT Ha nasonanut TpsGBa xa ce MPeycTaHOBH, aKO KMa AAHHM 33 XHIICPTOHHYHA KPH3a HIIH aKo
XHICPTOHHATA € TEKKA M NEPCHCTHPA BBIPEKH AHTHXWIIEPTEH3HBHATA Tepanus H HaMalgBaHETO Ha
J03aTa Ha nazonaxub,

Cunipom Ha obpaTMa noctepuopHa ennedanonaTus (PRES)/Cunnpom Ha o6paTHMa nmocTepHopHa
JneekoeHledhanonaTag (RPLS)

Crobuasa ce 3a PRES/RPLS BBB Bpb3ka ¢ ynorpebara Ha mazomauu6. PRES/RP
OposBH ¢ rraBofoive, XMIEPTOHNA, MBPUOBE, NETaprus, oOLPKBaHE, CAENoTa H
HEBPOJIOTHYHH HapyiueHHs W Moxe jaa Obe daranna. Ilpu narMeHTH, pass
AEYeHUETO ¢ Na3enaHHd TpAGBa OKOHRATETHO Ja Ce NIPCYCTAHOBH.



Hureperuimanuga 6enoapobua Sonect (ILDYIIHeBMOHHT

HmMa crobmenns 3a ILD Bbe BpbaKa ¢ ynotpebara Ha nazonanu®, Kosto Moxe fa 6bae daranna (Bx.
touka 4.8). IlaumenTnre Tpabea pa ce Habmogasar 3a GenoApPOGHH CHMITTOMH, TIOKA3aTE/IHH 3a
[LD/nHeBMOHNT, 1 NpHEMET Ha Ta3onanué TpAbGBa Ja ce NPeKpaTH IPH NALMEHTH, pasBHBamH ILD
HJIH TTHEBMOHMT.

Copaeuna aich v CBpneyna HENOCTATEYHOCT

PHCKOBeTE H MOA3MTE OT NazonaHuwd TpaGBa Na ce OOMMCNAT ApeM 3aloYBaHEe HA TepanHA MpH
NMAUHMEHTH ChC CBHIIECTBYBAllla ChpledHa aucdyHKUMA. BesomacHocTra W (apMakoOKHHETHKATa Ha
NasonaHHd NMpH NAUMEHTH C yMEpeHa A0 TEKKA ChPASYHA HEAOCTATHYHOCT WIH TakHBa ¢ ()paKupd Ha
H3TIACKBAHE Ha JiABaTa KaMepa (LVEF) non Hopmara He ca npoy4BaHH.

HpH KNIMHMYHA npoy4BaHMA C ITa3omaHnd ca HACTHIMWIN CHEOMTHS Ha ChpACYHA NHCOYHKLMA KaTo
3aCTOHHA CBpACYHA HEAOCTATHYHOCT H moHWkena LVEF (Bx. Touka 4.8). B pangomMusupaso
Npoy4BaHe, CpaBHABalIO NasomaHHG W cynutHHuO6 npw RCC (VEG108844), Ha nanuentute ca
H3BLPIIBaHM n3MepBaHHA ua LVEF npu msxognoTo HuBO H npH npocneassane. MuokapaHa
nuchyHxupa ce Habmonasa npu 13% (47/362) ot nauMenTTe B paMOTO Ha NMA30MaHKG B CPABHEHHE ©
11% (42/369) ot nanmeHTHTe B PaMOTO HA CYHHTHHMO. 3acTOiiHa CHpAedHA HENOCTATHYHOCT Ce
Habmopaea npu 0,5% OT nalMEHTHTE BLB BCAKO TEPaNeBTHYHO paMo. 3acToiHAa ChpAeuHA
HEIOCTATBYHOCT € ¢hobmmeHa npu 3 ot 240 naumentn (1%) npoyusanero Ha STS VEG110727 pes
¢asa IIl. Hamanseane na LVEF npu nauuenTs, Ha Kouro ¢ HamepeHa LVEF cnen u3xolHOTO HHBO H
TIPH TIPOCNIENSBAHETO, € OTKpHTO NnpH 11% (15/140) B pamoTo Ha nasomanH6 cnpamo 3% (1/39) B
paMoTO Ha Iauebo.

Pucxosu gaxmopu

TpunageceT or 15-Te naunenTH B paMoTO Ha Tasonauu® B mpoyusaHeto Ha STS swe ¢asa III ca
HMaNu CHITETCTRANA XHIIEPTOHHS, KOATO MOKE /A € BIOLIMNA ChPASTHATA AUCHYHKIHA TPH PHCKOBH
MAUMEHTH 9pe3 YBEIHYARaNe Ha ChPACUHOTO HaToBapeane. 99% ot nawmenTTe (243/246), BKmoYcHK
B npoyupadero Ha STS Bup daza II], BxmounTeNHo 15-Te MAIHEHTH, ca MOAYYaRAIH AHTPAUHKIHH.
IlpenuuiHa Tepants ¢ aHTPAUMKIHE Moske xa 6b1e puckos dakTop 3a chpAedHa JMCHYHKIH.

Pesyamam
YeTupuma ot 15-Te nanMeHTH ca ce BE3CTAHOBHIA HAIMBIHO (B PAMKHTE HA 5% OT H3XOAHOTO HHBO), &

5 ca ce BB3CTRHOBH/IM YACTHIHO (B PAMKHTE Ha HOPMATHHTE FPZHHIM, HO >5% MO HIXOOHOTO HHMEO).
Emun natmedT He ¢€ € BB3CTAHOBH/, a 33 OCTAHAIMTC 5 NALMEHTH HAMAa HaJH4HM JaHHEM 32
npocne/iAsaHe.

QOsnraosaane

TlpeKBCBaHETO HA MPHEMA HA MA30NAHM0 H/HIH HAMAIABAHETO HA JA03aTa TpAOEa Ra ce KOMOWHHpa ©
JieYeHHe 32 XHNCPTOHUA (AKO € HANMLE, BUKTE Pa3feNa 3a npedypeiaeHne 3a XHNepTOHMI N0-rope)
IIPH NALHEHTH CBC 3HAYUTENHO HaManeHHe Ha LVEF, kakTo e KTHHHYHO MTOKA3aHo.

INauuenTute Tpabsa na GbnaT BHHMATETHO HAGMIONABAHM 33 KIIMHHYHK NPHIHALM HIIH CHMIITOMHA Ha
3acTOMHA CBPOEYHA HEZOCTATHYHOCT. [IpM MAauMeHTH ¢ PHCK OT CBPHEYMHA AUCOYHKIHA C¢
HpenopbYBa OLCHKA FIPH H3X0HOTO HHBO H NepHoIHYHa oueHka Ha LVEF.,

¥Ynuaxasade ya QT uurepeana u torsade de pointes

Tlps KIMHAYHH NPOYYIBAHKA C [IA30NTAHHG ca HACTHITHNH chOMTHA Ha yawikaBaHe va QT Hu'repBa.na H
torsade de pointes (Bx. Touka 4.8). [Tazonanu6 Tpabea na ce H3MON3Ba C NOBHINE / FrAvER
TAIMSHTH ¢ AHAMHE3a 33 yab/pkasane Ha QT wHrepsana, NpH NAHUEHTH, MPHEMAHH Ak
CPeACTBA HJIM APYTH JIEKAPCTBEHH NPOOYKTH, KOMTO MOTAT Ja YABL/DKAT '
MAUMEHTH ChC CHOTBETHO NpeaxoAHO chpaedHo 3abomssase. Korato ce
MPenopbiBa W3IXOAHO H3MEpBAHE H MEPUOJMYHO NPOCIEAABRHE Ha €g
MOAXBLPIKAHE HA ENEKTPONHTHTE (HANp. KANLHA, MarHe3uH, Kalndi) B HopMa




AprepHansi TpOMOOTHYHH chEHTHS

Ilpn xiMBEMYHM TpoyuBaHMs ¢ nasonaHu® ca HaOmonapaHd WH$ApKT Ha MHOKap[a, MHOKapaHA
HCXEMHA, MCXEMHYCH HWHCYNT M NMPEXOAHa WcXxeMudHa araka (Bk. Touka 4.8). Habmonasanu ca
daranuu cs6uTH. [Nazonanub TpaGea Ma ce M3NON3BA ¢ HOBHIICHO BHHMAHHE NPH MALHEHTH, KOHTO
Ca H3JIOKCHH HAa MOBHMINEH PHUCK OT TPOMOOTHYHH CHOMTHA WM KOHTO ¢a MMalH aHaMHE3a 3a
TpoMGoTHUHH cBOMTHA. [Tazonanub He e NpoydeH NPH NAUMEHTH, KOWTO ca UMaiH CHOWTHE mpe3
npeaxoaunte 6 Mecena. Pemennero 3a neweHue TpAGRa fa ce B3eMe Bb3 OCHOBA Ha OLICHKATA Ha
CHOTHOHICHHETO M0J133/PHCK 34 OTACIHHS MALHEHT.

Benosnu TpomMboeMBoaHIHE CEOHTHA

[lpy KIHHMYHM TIPOYYBAHHMA C Na3onaHu® ca HACTHOMIH BEHO3HH TpoMGoeMOONMMHH cHOMTHA,
BKJTIOUHTENHO BeHO3Ha TpomGo3a U paTanna Genoapobha embonusa. Brnpekn ye ce nabmonasa Kakro
B npoyusaud Ha RCC, Taka W ma STS, gecroTara ¢ no-Hcoka B nomyaaupsaTa ¢be STS (5%),
oTroaKOTO ¢ RCC (2%).

TpombGoTHiHa Mukpoanrionatus (TMA)

TMA ce cbofbmaBa B KIMAHYHE NMPOY4BaHHA HA MA30MAHHO KATO MOHOTEpanHd, B KOMOWHAUMA C
6eBaumsymab u B KoMOMHaumMs ¢ Tonorekan (BK. Touka 4.8). Ilpw maimenTH, passuBauti TMA,
JieYeHHETO ¢ Ma3onaHub Tpabsa okoH4aTeHO fa ce npeycraHoBH. O6paruMocT Ha edekTTe Ha TMA
e HabimopaBaHO cneA MpekpaTABaHe Ha nedeHHero. IlasomanmO He ¢ MNokasaH 3a ynoTpeba B
KOMOHHAIMA ¢ IPYTH CpeAcTRa.

XeMoparHutH crOHTHS

Ilpn KAWHHYHH NPOYHBAHHA ¢ MA30MAHMG ca cHOOMIABAHM XeMOparuuHu CHOMTHA (BXK. Touka 4.8).
Hactenunu ca daranHu xemoparimund cvOuTHA. [1azonann® He e npoyyeH npH NALKEHTH, KOHTO ca
. MMAJIH aHAMHE3a 33 XEMOITTH34, MO3bY€H KPBBOHAIHB HITH KITHHHYHO 3Ha4HM croMauHo-apesed (CH)
KPBBOHINB 1ipe3 nocaeaHute 6 mecena. IMazonanu6 Tpabea Aa ce H3NOA3BA C HOBHINEHO BHHMaHHe
NPH NIALHMEHTH CBC 3HAYHTEJIEH PHCK OT KPBLBOH3IHB.

AHEBPHIMH Y apTepHATHH AHCEKIHH

Hanonseanero na vHxuburopr Ha meTa Ha VEGF npy nmauuenTH cbe wau 6e3 XMNEpTOHHS MOXKeE a
NOANOMOrHEe 00pasyBaHETO HAa aHEBPHUIMH W/WiIHM aprepHaiHy AMcexuud. Ilpeam 3amousaHe Ha
npHeMa Ha fa3onaHMb, TO3u puck TpaGea BHHMATENHO Ja C& MpPElCHH NPH NMALHEHTH ¢ PHCKOBH
(aKkTOpH KaTe XHMNEPTOHHSA HIHM AHAMHE3A 33 AHEBPHIMH.

Cromamso-gypesyuy (CU) nepdo; H M dycTV.aa

Ilpu KABHHYEN NPOYYBAHMS ¢ NA30MaHHG ca HACTHIIMIA cHOMTHS Ha CTOMAMIHO-dpeBHa Nepdopanus
wiM ¢uctyna (k. Touka 4.8). Hactenmnm ca dartannm neppopauuu. [Tazonanu6 Tpatea na ce
H3M0JI3B2 ¢ MOBHIICHO BHHMAHWE NPH MALMEHTH ¢ PHCK OT CTOMAINHO-upeBHA nepdopaids HiH

¢ucTyna.
3apacTBaHe Ha paHH

He ca npoeexnanu odHiManui Npoyusamus 3a edexra HAa Ma3onaHHO BLPXY 3a3ApaBiABAHETO Ha
pauu. TrH Kato uHxHOHTOpUTE Ha CHAOBHA engoTeneH pactexkeH pakrop (VEGF) mMorar ga Hapyuiat
3apacTBaHETO HA PAaHH, JICYEHHETO ¢ MasonaHu®G Tpabpa aa Obae cnpaHo Hali-mManko 7
IUlaHHpaHa onepaimd. Pemenuwero 3a Bn3oOHOBABANG Ha NpUeMa HA NA3CHAHUG ¢
Tpa6Ba Na ¢ OCHOBABA HA KIMHMYHA NPELICHKA 33 ANCKBATHO 3aPACTBAHEC Ha PaH
TpabBa N1a ce NpeyCTAHOBH NPH NALMEHTH C ASXMCLECHIIHA HA PaHaTa.




XHNOTHPEOHAHIEM

Hp# KIHHKYHK MPOYYBAHMA ¢ NasonaHuG ca HACTHOUNKH CHOHTHA HA XHROTHPEOMIH3bM (BXK. TOUKA
4.8). IIpenopruea ce nabopaTOpHO M3MEpBaHE HA PYHKIMATA Ha IIHTOBHIHATA 3UI1E3a MPH HIXOJHOTO
HHMBO, & DALMEHTHTE C XWNOTHpeoMAW3bM TpabBa na OBIAaT NeKyBamH CBITIACHO CTaHJapTHATa
MEAKLMHCKA NPaKTHKA NPENH HAYAIOTO Ha Jieyenuero ¢ nasonanub. Beuuku manmenTs Tpabea na
ObaaT KabmoNaBAHH BHHMATEIHO 33 IPU3HALA H CHMIITOMHE Ha AHCGYHKUMA Ha DIMTOBMAHATA XIE3a
TIPH ieYeHHEe ¢ Ma30maHus.

J1abopaTopHHAT MOHHTOpHHr Ha (QYHKLMATA Ha UIMTOBMAHAaTAa *Uieza TpabBa Aa cc HM3BBLpUIBA
NEPHOAHYHO M 13 CC YTIPABNABA CHINIACHO CTAHAAPTHATA MEAHIHHCKA IIPAKTHKA.

IlporenHypus

B wkiHHHYHH npoy4BaHHus ¢ nasonaHu®b ce chobmwara 3a mporenuypus. Ilpenopnusa ce ananus Ha
YPHHATA MPH H3XOAHOTO HHMBO M CJIC[l TOBA NMEPHONMYHO MO BpeME Ha JICYEHHETO H TIAUHCHTHTE
TpaGea ga Gbaar Habmoaaeanu 3a BioMIaBaHe HA NPpoTensypHsTa. IlpHeMsT Ha nasonanué Tpabea na
Ce TMPeyCTAHOBH, aKO MALMEHTHT Pa3Bue HEPPOTHUCH CHHIPOM.

Cunnpom Ha TymopeH auzuc (TLS)

Iospara Ha TLS, pxmousrenso garanen TLS, ce cepp3ea ¢ ynorpebara Ha nasonaHMb (Bik. Touka
4.8). ITanpenTrTe ¢ NosuieH puck ot TLS ca Te3u ¢ Gbp30 HapacTBallH TYMOpPH, BHCOKA TYMOpPHA
TeXecT, OLOpeuna muchyHKUMA WM nexvnparaiud. Ilpeny 3anoupaHe HA JEYCHHETO C asonaHud
TpAGBa 1a ce OGMUCIAT NpeBaHTHBHA MEPKH, KaTO JIeUSHHE Ha BHCOKH HHBA HA ITHKOYHA KMCE/THHA |
HHTPaBCHO3HA XMApaTaumsa. PuckoBHTE nauMeHTH TpsbBa Aa O6BJaT BHMMATeNHO HabnonaBaHH H
JIEKYBaHH CBITIACHO KIHHHMHHTE MOKA3AHUA.

IInesMoTOpaKe

B xisHMYMHM npoy4yBanud ¢ mMasonanu® NMpH aBaHCHpaI CapkOM Ha MEKHTE THKAHHM €4 HACTHITHAH
CHOMTHA Ha NHeBMOTOpakc (BX. Touka 4.8). [TaunenTute Ha NeveHwe ¢ pasonaHut Tpabea na Gwaar
HabnioaBaHK BHUMATEITHO 32 NIPU3HALM H CUMITTOMH Ha MTHEBMOTOPAKC.

Henuarpuria momyaaus

Toli xaTo MexaHM3MBT H4a ACHCTBHE HAa Ma30nmaHM0 MOXKE CEPHO3HO Aa NOBIMAC Ha pacTexa H
CH3PABAHETO HAa OPTAHMTE N0 BPEME HA PAHHOTO MOCTHATAMHO Pa3sBUTHE MPH rpH3ayH (BXK. Touka 5.3),
nasonank6 He TpAGBA Aa ce MPHIIAra HA NMeAMATPHYHM NALWEHTH HA BH3PAcT N0j 2 roiHHH.

Hndekimn

CrobmaBany ca clyyan Ha CepHO3HM HH(eKuHMH (Che¢ WM G¢3 HEYTPOmeHHd), B HAKOH CIy4ad ¢
tdaranen usxon,

KomGHHauma ¢ 1pyru CHCTEMHH POTHBOPAKOBH TEPAITHH

KnuuHyHHTE Npoy9YBaHHA Ha Ma30MaHHO B KOMOMHALIHA C peJHIA APYrH MPOTHBOPAKOBH TEpanvH
(BKAIOYMTEIHO HaNpHMEp NEMETPEKCes, JAaNaTHHHG win nemOponHsyma6) GdXa MpeKpaTeHH paHo
Nopajy ONACEHHA 33 TOBHIICHA TOKCHYHOCT W/HIH CMBPTHOCT H ¢ TE€3H CXEMH He € YCTaHOBEHA
6e3onacHa H edekTHBHA KOMOHHUpaHA [1034.

BpeMeHHOCT

[peaxkAMHHYHKHTE NPOYUBAHHUA NIPH HKHBOTHH NMOKA3BAT PENPOIYKTHBHA TOKCHY
Axo nasonmanu6 ce M3N0/3Ba MO BpeMe Ha OPEMEHHOCT WIH aKo NalMeHTKa
HoJNy4YaBa Nasenanub, MOTEHIMAHATA ONMACHOCT 3a IUIoAa TpaGBa ma i Onae



JieTepoieH MoTeHUHan TpabBa na ObAaT MochBeTBaHM Aa H30arBaT 3alpemeHsBane, NOKATO ca Ha
JieuetiHe ¢ nasonanu6 (BxK. TOUKa 4.6).

BaaumoacicTRHS

EnHospeMeHHOTO neveHHe CcbC cuaHH Huxubutopu Ha CYP3A4, P-rmaxonporend (P-gp) mnm
NPOTeHH 3& PE3HCTEHTHOCT KBbM pak Ha repaara (BCRP) TpaGea ma ce mabarea mopaaM pHCK OT
NOBMIIEHA CKCIO3MUMA Ha mnasonasub (Bk. Touka 4.5). TpsGBa na ce ofmmcnn u3bop Ha
a/iTePHAaTHBHH CBITETCTRANIH JIEKAPCTBEHH MNPOAYXTH 6e€3 HWIH C MHHHMaJCH NOTeHuWan 3a
uHxn6upane Ha CYP3A4, P-gp wm BCRP.

EnnospemenHoTo Neyenue ¢ nuaykropu Ha CYP3A4 Tpa6ea aa ce n3barBsa nopaau pucK OT HaMaleHa
€KCTIO3HLHA Ha mazonauud (Bx. Togka 4.5).

HabniogaBanu ca ciryyaM Ha XMITEPrAMKEMHA TIPH €IHOBPEMEHHO JIEYEHHE C KeTOKOHA30]1.
EnnoBpeMeHHOTO NpHIOKEHHE Ha (1A30MAHHO CBC CYOCTPATH HA YPHAHH RHQOCHAT raOKypOHHT
TpaHchepaza 1A]1 (UGT1Al) (Hanp. upunoTtexan) TpsbBa Aa ce npenpHeMa ¢ MOBHILIEHO BHHMAaHHE,
Thi kaTo nasonanu® ¢ waxubutop na UGT1A1 (Bxk. Touka 4.5).

CoxkwT ot rpeiingpyT Tpatea na ce H3GATBA MO BpeMe HA NiedeHHe ¢ nazonaHub (BK. Touka 4.5).
INoMomHu BelecTBa

To3u nekapcTBeH NPOAYKT CHABPXKA No-Manko oT | mmol Hatpwii (23 mg) Ha dHIMHpana TabneTKa,

T-€. TO MO CBIUECTBO HE CHABLPIKA HATPHI.

4.5 BsaamopeiicTBEE ¢ IPYTH JeKapCTBEHB NPOAYKTH H XpYTH GopMEA Ha B3aAMoAelicTBHE

Edexry Ha Apyru JIeKapCTBEHH NPONYKTH BBPXY Na30naHnt

In vitro npoyysanus npemmonarar, 4¢ OKCHAATHBHHAT MeTabo/IM3BM Ha Na3onaHu® B MHKpO3OMUTE
Ha YepHHA Apo6 Ha YoBeka ce MeuMpa ocHoBHO o CYP3 A4, ¢ HeanaynreneH npuHoc Ha CYP1A2 u
CYP2C8. CnenoparenHo uHXuGuropure ® nHayxtopure Ha CYP3A4 morat Aa npoMeHAT
MeTaboH3Ma Ha NAzoNaHuG.

Huxubumopu na CYP3A4, P-gp, BCRP
IMasonauub e cybertpar 3a CYP3A4, P-gp u BCRP.

EnHoBpeMeHHOTO NpHIoKeHHe Ha nasonakub (400 mg BeJHBK NHEBHO) ChC CHITHHA HHXHOWTOD Ha
CYP3A4 u P-gp kerokoHazon (400 mg BenHbXK AHEBHO) B NPOABDKEHHE HA 5 TOCNIEMIOBATENIHH AHH
BOOM CHOTBETHO JI0 66% u 45% ypeaudenne Ha cpeasata AUCp2) H Cmax Ha MmasonanMb cnpaMo
NpHJIaraHeTe Ha nasonapmb camoctosTensio (400 mg BenHbK OHEBHO B MPOAWDKEHHME Ha 7 JHH).
CpasHeHHs Ha ¢apMakOKHHETHYHHMTE mapaMeTpH Ha mnasomaHWb Cuax (aManasoH Ha cpeaHure
croiinoctd or 27,5 mo 58,1 pg/ml) m AUCp24) (amamazon Ha cpeamute cTofiHocTH OT 48,7 A0
1040 pg*h/ml) cnen npunoxenwe Ha nazonanu® 800 mg caMOCTOATENTHO H ¢liel NMPHIOKEHHE Ha
nasonanu6 400 mg u kerokoHazon 400 mg (cpemna Cuax 59,2 pg/ml, cpenna AUC.24)1300 pg*h/ml)
nokassa, 4¢ B NpucecTBHETO Ha cwieH CYP3A4 u P-gp mxuburop HamaissaHe Ha jo3ara Ha
nasonaHub 400 mg N0 BeAHEAK AHEBHO [IPH MOBEYETO NAIWEHTH IE A0BeIE A0 CACTCMHA EKCHIO3HLIKA,
nofoGHa Ha HabimoxaBaHaTa citen npuiarane Ha 800 mg nasonaHHG BEAHEXK JHEBHO CAMOCTOSTENHO,




nasonanud. CoksT OT rpeiindpyr chabpxa uﬁxnﬁm*op Ha CYP3A4 u mMoxe CBIIO A3 NMOBHUIH
NIA3MEHHTE KOHNEHTPALIMH Ha TIa30TaHHb.

IMpunaranero Ha 1500 mg nanatunuG (cyberpar H caab HxuOHTOp Ha CYP3A4 u P-gp u monled
uaxuburop Ha BCRP) ¢ 800 mg masonanu6é Bogu a0 npubmasurenno 50% a0 60% ysenmvueHHe Ha
cpeanara crofiHocT Ha AUC.24) H Crex Ha mazonauu® B CpaBHeHWe ¢ MpHNOkeHHeTo Ha 800 mg
na3onaHub caMoCTOATENHO.
Huxubupaneto na P-gp w/iwmm BCRP oT nanatHHHG BepOATHO € AOMNpPHHECHO 3a MOBHIOCHATA
€KCIO3HUHMA Ha NA30TaHub.

EnHOBpPEMEHHOTO NpWIOKeHHe Ha nazonaHub ¢ wxxuburop Ha CYP3A4, P-gp m BCRP xaro
NanaTHHHG e JoBefe 4O NOBMINABAHE HA TUIA3MEHHTE KOHLCHTPallHH Ha Ma3omaHud.
EnHOBpEeMEHHOTO npIoKeHHe ¢ MOTHH WHXHOHTOpH Ha P-gp unu BCRP Moxe chino na npoMeHH
EKCMO3HUMATA H Pasfpee/ICHHETO Ha NMa3onaHud, BKMIOYHTEAHO PasIpele/ICHHETO B LEHTPATHATA
HepeHa cuctema (1ITHC).

EnnospemeHHarTa ynotpe6a Ha nazonanmb cbe cineH uuxuburop na CYP3A4 TpaGsa na ce nsbarsa
(Bx. To9Ka 4.4). Ako HAMa MEAHUHMHCKH PHEMJTABA aiTepHATHBa HA cwieH WHxuOUTOp Ha CYP3A4,
10 BPEME HA e[HOBPEMEHHOTO MPUICKSHHWE A03aTa Ha nazonanul TpaGea na ce Hamanu ao 400 mg
JHeBHO. B TakuBa ciydau Tpabsa jga ce 0ObpHe crielHAIHO BHUMaHHE HA HEXXEJIAHHTE JICKApPCTBEHH
peakuMH ¥ MoOXe Ja ce OOMHCAH AONBLIHHTENHO HaMaldBaHe Ha Jo03ara, ako ce Habmoaaear
BB3MOXKHH HEXENaHH PeaKlMH, CBBP3aHH ¢ JICKAPCTBOTO.

KomburaumsaTa che cnHH uaxuburopu Ha P-gp unu BCRP Tpatea fa ce H364ArBa Witk ce NpenopsiBa
1300pP HA AITCPHATHBEH CBITLTCTBAI JIEKAPCTBEH NPOAYKT Oe3 WM ¢ MHHHMMaJleH NMOTEHIMAT 33
unrxubupane Ha P-gp wm BCRP.

Hudyxmopu na CYP344, P-gp, BCRP
Hugyktropu Ha CYP3A4 xaro pudaMnHH MOrat jia HaMalsT IUIa3MCHMTE KOHLEHTpAlLMH Ha

nasonanuG. EAHOBpeMEHHOTO NpHUNOKEeHHE HA MA30fNAHHG ¢ MOIHNM HHAYKTOpH Ha P-gp wiu BCRP
MOX€ 12 IPOMEHH eKCTIO3HLMATA H PasnNpeAeICHHETO Ha Na30MaHHG, BIITIOUHTEHO pasnpeneneHHeTo
& IHC. IIpenoprusa ce M360p Ha anTePHATHBHO CHILTCTBANIO JgdeHHe §e3 HIM ¢ MMHHMAaneH
NOTEHUMAN 33 WHAYLIHPAHE Ha €H3HM WIH TPaHCOOPTEH NPOTEHH.

Edexry Ha mrazonawu® BPLPXY APYIH ICKAPCTBEHN POAYKTH

In vitro npoyuBaHus ¢ MOBSIKH YepHOAPOOHH MHKPO3OMM TIOKa3BaT, 4e nasonannd uHxubupa CYP
emsumuTe 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2E|. TTorenumnannara muaykuyd Ha Jopeinkn CYP3A4
Gemie aeMoHCTpHpaHa B in vitro wosewku PXR ananus. KomMHUIHE GapMaKonorHiHu npoy4saHus,
w3noysBamy nazonankt 800 mg BeAHLXK AHEBHO, MOKA3BAT, b€ NAa30MaHHG HAMA KIHHHYHO 3HAYHM
edekT BEPXY dapmakokuHeTHKaTa Ha Koeuna (mapkepeH cybGerpar wa CYP1A2), sapdapuHa
(mapkepen cyberpar Ha CYP2C9) unu omenpasona (MapkepeH cyberpar sa CYP2C19) npu nanpenTtu
¢ pak. Ilazonanu6 Boan no noswirasane ¢ npHGmmsuTenHo 30% Ha cpeaara AUC H Cuax Ha
MugasonaM (mapkepen cyocrpar Ha CYP3A4) n nosumasane ¢ 33% no 64% B CHOTHOWEHHETO Ha
KOHLSHTPALMHTE Ha ACKCTPOMETPOPaH CpAMO AeKCTPOdaH B YPHHATA Cle/| EPOPATHO NMPHIOKSHHE
Ha JexctpoMeropdaH (MapkepeH cyOcrpar Ha CYP2D6). EJHOBpEMEHHOTO NPHIOKEHHWE HA
nazonanH6 800 mg eexHbxk AHeBHo u nawnmTakcen 80 mg/m2 (cyGerpar Ha CYP3A4 u CYP2CS)
BeAHBK CEAMHYHO BOAM [0 CPeJHO yBEITHYCHHe choTBeTHO OT 26% m 31% Ha AUC # Com Ha
NaKIHTAKCeN,

nazonann6 cnpsmo BCRP. Oceen ToBa He MOXe Aa ce W3KMO4YH MHXuGHpane
naszonaHub B CTOMAITHO-YpeBHMs TpakT. ENHOBpEMEHHOTO NpWIaraHe Ha
nepopana cybcrparu Ha BCRP u P-gp Tpa6Ba aa craBa ¢ NOBHINICHO BHHMaHHE.




In vitro nasonanmb nHxuOupa voBemKHs OpraHyyeH AaHHWOHEH TPAHCIIOPTHpPAMl TNOJHNENTHA
(OATPIBI1). He Moxe na ce uskmious, 9e ralonaHx® e noenuse Ha ¢apMaKOKHHETHKATA Ha
cyberpature Ha OATP1B1 (wanp. cratuuu, sx. ,,EdexT or eAnoBpeMeHHaTa ynotpeba Ha nazonaHHb
¥ CHMBACTATHH MO-H0JY ).

I1asomann6 ¢ HHXHOMTOP Ha eH3uMa ypumuu audocdormokypoHoswn Tpanchepasza 1A1 (UGT1AL)
in vitro. AKTMBHHAT MeTabonMT Ha mpuHoTekan SN-38 e cyGerpar sa OATPIBI w UGTIAL
EAHOBPEMEHHOTO TIpHIOKeHWe Ha nazonanut 400 mg BeHLK AHEBHO ¢ UeTykcumab 250 mg/m’ u
npuHoTekan 150 mg/m? Boau xo npubnusurenno 20% yBelMYEHME HA CHCTEMHATA SKCMO3MLMA Ha
SN-38. [Tazonanub Moxe aa MMa FO-TONAMO BJIHSHHE BhpXY AHCHO3uLMsTa Ha SN-38 npu manuenTu
¢ nonaMopdusbm no UGT1A1*28 B cpaBHeHWe ¢ MAUWEHTH ¢ aiel OT AMB THH. Bnnpexw ToBa
reHoTHTeT UGT1A1 He BHHArM npenckasea efekra Ha na3sonaHuG BBPXY AHcnosnimara Ha SN-38.
Eaxospemennoto npunarate cre cyberpath Ha UGT1A1 Tpabsa na craBa ¢ NOBHIICHO BHUMAHHE.

EKT OT CAHO! MEHHATa YII¢ 6a Ha Na30naHHd W CHMBACTATHH

EnnoBpeMenHata ynotpeba Ha Masonannd B CHMBACTATHH MOBHINABA YECTOTATAa Ha NMOBMIIABAHE HA
ALT. Pezynrature OT MeTaaHanus, wanoyissam ofeJMHEHM AaHHH OT KIMHHYHH TpOYYBaHHA C
nazonanu6, noxkasear, y¢ ALT >3x ULN ce coobuiasa npu 126/895 (14%) OT NALMEHTHTE, KOMTO He
ca ynorpebapanu cTaTHHH, B cpaBHeHWe ¢ 11/4]1 (27%) oT namMeHTHTE, KOMTO C& NPHEMAiH
€IHOBpeMEHHO CHMBacTathHH (p = 0,038). Ako naieHT, Noy4apaml ¢HOBPEMCHHO CHMBACTAaTHH,
pazsue noeuinenne Ha ALT, cneapaiite ykasaHudTa 3a AO3MpOBKAa Ha Na3onaHu® M npekpareTe
npHeMa Ha CHMBAcTaThH (BX. Touka 4.4). B oIb/IHEHKE, eNHOBpeMeHHaTa ynoTpeba Ha mazonaHHb u
ApYrd CTaTMHHW TpAGBa Ja ce NpeAnpHeMa ¢ MOBHIICHO BHHMAHHE, ThH KaTO HAMA HOCTATHYHO
HAHYHH [IaHHH, 3a 13 ce OHeHH TAXHOTO BB3jeicTBHe BbpXy HHMBara Ha ALT. He moxe jga ce
H3KIIOUM BIMAHME HAa Ta3omaun® Bbpxy G(apMakOKMHETHKATa Ha APYIH CTaTdHW (Hanp.
ATOPBaCTaTHH, (pJ1yBaCTaTHH, IPABACTATHH, PO3yBACTATHH).

Edexr Ha xpaHaTa sbpXy nazonanut

IIpunoxenneTo Ha ma3onaHAG ¢ XpaHa ¢ BHCOKO WAM HHUCKO ChIBPHKAHHC Ha MAa3sHMHH BOJHM 10
npubnnsutenso 2-kparno yeenwyenwe Ha AUC ¥ Cpi. ClieposaTenno masonanwb tpabea na ce
npuiara Hai-Manko 1 yac npemu win 2 yaca cliel XpaHeHe,

HEKRECTBCHH NPORAYKTH, KOHTO NOBUINABAT QH Ha cToMaxa

EAHOBpEMERHOTO NPHIOKEHHE Ha A30MaHHG ¢ £30Menpa3o HaManaBa GHOHAMYHOCTTA Ha
nazonaHu® ¢ npubausurenHo 40% (AUC u Cpw) ¥ Tpabpa A3 ce u3GATBa €IHOBPEMEHHOTO
NPHIOKCHHAC Ha Na3onaHub ¢ Nekapcrsa, kouTo mosumaear pH Ha cromaxa. Ako egHOBpeMeHHATa
ynotpe6a Ha HHXHOHTOP Ha mporonHara nomma (PPI) e MeguumHCKH HeobX0amMa, ce NpenopbYsa
ho3aTa Ha nasomanmu® ga ce mpHema Oe3 XpaHa BeHBK AHEBHO Beuep enHoBpemenHo ¢ PPL Axo
eAHOBPEMEHHOTO MpHIoxeHHe Ha H2-peuentopes AHTArOHHMCT € MeEAMUMHCKH HeobXomMmo,
nmazonaHub TpaGea ma ce npuema Ges XpaHa Haii-manko 2 uyaca npead wiM Hali-manko 10 yaca cnen
nosa or H2-penenroprus antaroruct. [Tazonanu6 tpsa6ea qa ce nprnara Haii-Manko 1 4ac npenau AWM
2 4aca cnejl NPIIIOKEHNETO Ha KpaTkoAelicTrauy anTuaumay, Ilpenopskure 3a Topa Kak PPl u H2-
PELENTOPHUTE AHTATOHKCTH CE€ TPWNATaT EOHOBPEMEHHO C€ OCHOBABAT Ha (M3HONOrHYHA
cLoOpaxeHus.

4.6 Deprrauret, GpemennocT B KLPMERE

BbpeMennocT/KoHTpanemums opn Mbke H Keuu

JInnceat AOCTATHYHO JaHHH 32 ynoTpebara Ha mazonmaHHO NpH GpeMeHHH XKEeHH.

KHBOTHH TOKa3BaT PENPOJYKTHBHA TOKCHYHOCT (Bk. Touka 5.3). IloTenunan
HECH3BECTCH.
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TMaszonauub ne Tpabsa aa ce npunara no BpeMe Ha GPEMEHHOCT, OCBEH aKO KIMHHYHOTO ChCTOSHHE Ha
HEHATA M3HCKBA JICUCHHE ¢ masonanub. AKo masonaHub ce M3MON3Ba MO BpeMe HA OPEeMEeHHOCT HIH
aK0 nauMeHTKaTa 3abpemeHee, HOKATO NMOJy¥aBa MAa30NaHub, NMOTEHIMANHATAa OMACHOCT 3a TUIOAA
Tpabea ga i Onae obacHeHa

JKenuTe ¢ aereponeH noreHunan TpaOBa aa GbOaT CHBETBAHM Aa W3NOI3BAT aNCKBATHA KOHTPAaLleTILHA
10 BpeMe Ha JICYEHHETO H NoHe 2 ceAMHIH CJIE TIOCACHHATA 038 MAa30naHHb, KakTo H aa W3bsrear
3a6peMeHIBaHE MO BpeMe Ha JICYCHHE ¢ NA30IaHub.

TaupeRTHTe OT MBKKH TION (BKAIOMMTENHO TE3H, NPETHpIENH BazeKToMus) TpaGBa na H3NOn3sart
MPe3CpPBATHBH [0 BPEME HA MOJIOB AKT, NOKATO IpHEMAT [A30MAHHG H HAl-Manko 2 CeMHIH clen
TNOC/Ie/IHATA 1034 Na30nanib, 3a Aa H30ETrHAT NOTEHIIMATIHA €KCIIO3HUMS Ha JIEKapCTBEHMA MPOAYKT HA
6peMeHHH NapTHROPKH H NAPTHEOPKH ¢ PENPOAYKTHBCH MOTEHLMAT HA ICKAPCTBEHHS MPOAYKT.

Knpmene

besonacnocTra npu ynoTpe6ba na nazonanub no ppeme Ha KbPMEHE He € yCTaHOBeHA. He ¢ M3BeCTHO
AAITH Na30TIaHA0 WK HErOBUTe METabOJMTH ce eKCKPEeTHpAT B KbpMaTa. HiMa AaHHM NPH XHBOTHH 33
SKCKpellHd Ha Na3onaHHl B KHBOTHHCKOTO Misko. He moxe ma ce H3KIOYH PHCK 3a KbpMadeTara.
Kbpmerero TpaGBa na ce npeycTaHOBH N0 BpeMe Ha JIEYeHHe ¢ NazonaHnb.

®eprunurer

IlpoyuBanHsTa NpH JXXKHBOTHH NOKa3BaT, 4e¢ PEpTHIMTETHT NPH MBKETe M XKeHHTe MOxe Aa O6mae
TIOBIWSH OT NEYCHHETO ¢ Na3onaHHb (BX. Touka 5.3).

4.7 Edextn Bbpxy cunocobRocTTa 32 mopEpane H paboTa ¢ MAIIHEH

ITasonanu6 G.L. Pharma He noBnuspa miu nosiussa npeHeOpexmMo criocoGHOCTTa 32 modHpaHe U
pabora ¢ MammnH. OT hapMakonoruaTa Ha nasonaHuG He MOXe Ia ce TPEABHAM HEraTHBEH edexT
BBLPXY TakuBa AeliHocTH. KIHHMYHMAT cTaTyc Ha NauMeHTa M MPOQHUITBT Ha HEXKE/IAHHTE PEaKIMM Ha
nasonann® TpabBa na ce MMar npelBHA, KOrato ce pasriekiAa cnocobHOCTTa HAa NaLMEHTa Na
H3ITHJIHABA 3aHa4H, KOHTO W3HCKBAT NPELCHKA, ABHraTeIHH WM KOTHHTHBHH YMeHHA. IlaumeHTHTE
TpabBa na w3bArBaT mopupane uaH pabora ¢ MaIHEH, aKO C€ YYBCTBAT 3aMasHH, YMOPEHH HIH
cnabu.

4.8 HexenaHH NeKAPCTBCHH PeaAKIHE

Obobuienne na npoduia Ha 6esonacaocy

ObeannieHH JaHHM OT OCHOBHOTO nNpoyurane Ha RCC (VEG105192, n=290), pasumpeHoTo
npoyurane (VEG107769, n=71), noteepxaasamoro npoydsane dasa II (VEG102616, n=225) n
PaHIOMH3HPaHOTO, OTKPHTO, MAPANENHO-TPYIIOBO, HeMH(pepHopHO npoyusaHe dasa LI (VEG103844,
n=557) ca oleHeHH B 001laTa oLeHKA Ha Ge30MacHOCTTa H NOHOCHMOCTTa Ha nazonaHuH® (oo
n=1149) npu naunesTn ¢ RCC (k. Touka 5.1).

ObfenuueHnTe JaHHM OT OCHOBHOTO NpoyusaHe Ha STS (VEG110727, n=369) u noTBLPKAaBaMOTO
npoyssane t$asza I (VEG20002, n=142) Gaxa oucHenu g obmara oneuxka ua OesomacHocTra H
NOHOCHMOCTTa Ha Na3zonaHut (0bma nomynamus 3a oueHka Ha Oesonacnoctra n=382) npH nauHeHTH
cbe STS (Bxk. Touka 5.1).

Haif-paxkHuTe CEPHO3HH HeXKeNaHH PEeaKkLHy, OMpeJC/iCHH B NpOy4YBAHMATA Ha
OpEeXOfHa HCXEMHYHA aTaka, HCXeMWYEH HHCYNIT, MHOKApPIHA HCXEMMHA, MK
uadapKT, chpAcTHa AuchYHKIMA, CTOMAIIHO-9peBHa nepbopauma i ducTyna,
nHTepsana, Torsade de Pointes u GemoppoOen, cromamHo-9peBeH H MO3BYE
BCHYKHM HEKENAHH peakuyu ce chobmaBar mpu <1% 0T JEKyBaHWTE HaLHe
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CEPHO3HM HEXENaHH peakKlUMu, onpelencHd B npoyuysaudd Ha STS, BxmousaT BEHO3HH
TpoMGoeMbonnYHH CHOMTHA, leBOKAMEPHA NHCHYHKIMA H THEBMOTOPAKC.

DaTanHuTe CHOHTHA, KOHTO Ce CYHMTAT 3a BBIMOKHO CBBP3aHH C NAa30MaHu0, BKIIOYBAT CTOMALIHO-
9pEBeH KPbBOMIIUB, HenoapobeH KPLBOHIIHE/XEMONTH3a, HapyIlieHa YepHOAPoOHa dyHKIHS, YpeBHa
nepdopatia M HCXEMHYEH MHCYIIT.

Hali-uecTHTe HexeNaHH peakiyi (BB3HHKHAIM TIpH Haii-Manko 10% ot naiMeHTHTe) OT BCAKa CTeneH
B npoyusanuara Ha RCC » STS, siwnousar: muapus, npoMaHa Ha 1BeTA HA KOCATA, XHIONHTMEHTALMA
Ha Koxkara, ekchonvaTHBeH oOpuB, XMNepTOHMA, rafieHe, MIaBOGOMHE, YMOpa, AaHOPEKCHS,
TIOBPBINAHE, AUCTEY3MH, CTOMATHT, HaMAICHO Terlo, 00nKa, NOBHIICHA aNaHHH aMHUROTpaHchepa3a B

NoBHLIeHa aCTIAPTAT aMMHOTpaHcepasa.

Hexenanure iekapcTBeHH peakiii, BCHYKH CTENeHH, ¢ho0meHn npu nawsedTd ¢ RCC u STS wnn no
BpeMeé Ha TOCTMAPKCTHHTOBHA MEpHOI, ca H36poeHH [O-A0NMY A0 CHCTEMO-OPraHHHTE KIacose,
49ecToTa H cTeneH Ha TexecT no MedDRA. 3a xnachdunupade Ha 4ecToTaTa Ce M3NON3Ba ClERHATA
KOHBEHLMA: MHOTO 4ecTH (>1/10), wectu (ot 21/100 mo <1/10), nevectn (ot >1/1 000 mo <1/100),
penxu (ot =1/10 000 no <1/1 000), muoro peaxu (<1/10 000) u ¢ HeuzBecTHA YecTOTa (OT HANHYHHUTE
JlaHHH He MOXe Na ObJIc HANPAaBEHA OLIEHKA).

Karteropuure ca onpeneneHd Bp3 OcHOBa HA aliCOMOTHHTE 4YeCTOTH B NAHHHTE OT KIHHMYHHTE
npoy4BaHus. ITocTMapkeTHHrOBHTE HaHHH 3a $e30MacHOCT H MOHOCHMOCT BBB BCHYKH KJIMHHYHH
nMpoy4YBaHHA HA I1a301IAHMOG H OT CMOHTAHHH OOKAAOH CEHOIO ca OLCHeHH. B paMKuTe Ha BCEKH
CHCTEMO-OPTaHEH KIac HEKENAHMTE peakilid ¢ ¢HA H Chllia YeCTOTA ca NPEeACTABEHH B HH3XOAALI
PeA Ha CEpHO3HOCTTA.

Tabswuen cNHCLK HA HEKCITAHATE JIEKAPCTBEHH PEaKIHK

Tabnena 2 Cabp3ani ¢ JevenneTo AEKEIANE peakuBn, chofmeny B apoyasanny #a RCC (n =
1149) 5nE RO BpeMe B NOCTMAPKETHHTOBES HEPHO

Cacremo-oprauen Yectota | Heenann peakunn | Beuukn Crenen 3 Crenca 4
Kaac (BcHYKH CTEeNeHH n (%) n (%)
cTenenn) n (%)
Yectn Hudexnmn (cbe WK ¢ ¢ c
0e3 HeyTponeHus ) HEH3BECTHA | HEH3BECTHA | HEH3IBECTHA
Hadexnun n YeCTOTA YyecToTa JEeCTOTA
HEQECTANAR Heuectu | Mndexuna Ha seHumTe | 1 (<1%) 0 0
Hudexurmosen 1 (<1%) 0 0
NEPHTOHHT
Heonnaimm — Heuectn | TymopHa Gonka 1 (<1%) 1{<1%) 0
XoGpoxadecTBeHH,

3TOKAYECTBSHA H
HeonpeneeHH (B,
KHCTH H NOJIANN)

Yectr TpomGoLHTONEHMS 80 (7%) 10 (<1%) 5(<1%)

Heyrponenss 79 (7%) 20 2%) 4 (<1%)
JleBkoneHus 63 (5%) 5 (<1%}) 0
Hapymennn ua Hewectu | HonnumremMus 6(0,03%) |1
KpPbBTA B Penxu TpoMGoTHHA c ¢
B aEMdaaTa MHKPOAHTHOTIATHA HEH3IBECTHA | HEH3
CHCTEMA (BKMIOYMTENHO YecToTa uec
TpoMGOTHYHA c§:
TPOMOCIHTONEHHYHR A
Typaypa u W2 N
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XEMOTHTHYHO-
ypeMHdeH CHHApoM)T
Hapymenns a2 YecTn XHANOTHPEOMAUIBEM 83 (7%) 1 (<1%) 0
€HOKPHHBATA
CHCTeMa
Msuoro | Hamanen ametsr® 317 (28%) | 14 (1%) 0
YECTH
Yectn | Xunodocdharemus 21 (2%) 7 (<1%) 0
Hapymenuu na Jexuaparanps 16 (1%) 5 (<1%) 0
MeTaboansma B Heuectn | XHUnoMarHe3HeMHs 10{<1%) |0 0
XpaHeHeTo C CHuHApOM Ha TYMOpeH | ¢ c ¢
HEH3BeCT | nuzuc* HEH3BECTHA | HEH3BECTHA | HEHM3BECTHA
Ha 4ecToTa YecToTa 4eCTOTA
YECTOTA
Icuxnann Yectu Bescnhue 30 (3%) 0 0
HApYLICHRY
Muoro | Jlucreysns® 254 (22%) | 1 (<1%) 0
YECTH I'nasobonme 122 (11%) | 11(<1%) 0
YectH 3amasHOCT 55 (5%) 3 (<1%) 1 (<1%)
JIeTaprus 30 (3%) 3 (<1%) 0
IMapecresus 20 (2%) 2 (<1%) 0
Mepudepha censopua | 17 (1%) 0 0
HEBPONATHA
Heuectn | Xunoecreans 8 (<1%) 0 0
Ipexoana ucxemuuta | 7 (<1%) 4 (<1%) 0
Hapymenns na aTaka
HEPBHATA CHCTEMA ChHIHBOCT 3 (<1%) 1 (<1%) 0
IlepebpoBackynapen 2 (<1%) 1 (<1%) 1 (<1%)
HHUHIEHT
HcxeMuseH HHCY T 2 (<1%) 0 1 (<1%)
Peaxu CwnapoMm Ha obparumMa | ¢ c c
[OCTEPHOPHA HEH3BECTHA | HEH3BCCTHA | HEM3BECTHA
eHuedanonaTua/cCHHAPo| YecToTA YecToTa 4ecToTA
M Ha obpaTima
NOCTEpHOpHA
neBkoeHedanonatua}
Yectn 3aMBIIeHo 3peHHe 19 (2%) 1 (<1%) 0
Hewectn | OTnensane na 1 (<1%) 1 (<1%) 0
petuHarat
i’:’,fe“"’““ na Paskuceane Ha 1<1%) |1(<1%) |0
perunartat
IIpomsana B upera Ha 4 (<1%) 0 0
MRIJIATE
Heuecrn | bpanukapaus 6 (<1%) 0 0
Copaeunn Undapkr va Muokapaa | 5 (<1%) 1 (<1%) 4 (<1%)
HapymeHHS Cspaeuna gucdyrkuna’ 4 (<1%) 1(<1%) 0
Muokapana ucxemns | 3 (<1%) 1 (<1%) 0
Muoro | XuneproHus 473 (41%) | 115(10%) | (<1%)
YeCTH
YecTH Iopemy BBhIHH 16 (1%) 0 0
BenosHo 13 (1%) 6 (<1%) m
Cn0BH HApymienAS TpoMGoeMOONHIHO 3 AN
cu0HTHE® @ ’——-\\?—% "
3auepesBaHe 12 (1%) 0 [f9/ sBESE
Heuects | Xunepronnuna kpusa | 6 (<1%) 0 || = [“5[2&1%):
Xemopars 1(<1%) [0 V& )
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Peaxu AHEBpH3MH H c c c
apTepHaNHH JUCeKIMHT| HEH3BECTHA | HEM3BECTHA | HEHM3BECTHa
4eCTOTa YecToTa YeCTOTa
Yectn EnucrakcHc 50 (4%) 1 (<1%) 0
auchoHus 48 (4%) 0 0
JucnHes 42 (4%) B (<1%) 1 (<1%)
XemornrHia 15 (1%) 1 (<1%) 0
f;zz::"‘:“""“’ Hedectn | Puropes 8(<1%) |0 0
MeIHACTHEAIER Benoapoben 2(<1%) 0 0
HApYIeHud KPBBOMIIHB
IIHeRMOTOpAKG 1 (<1%) 0 0
Penxu HyrepcTHoHaina ¢ ¢ c
bemoapobna HEH3BECTHA | HEM3BECTHA | HEHIBECTHA
Gonect/nHeBMOHHTT 4ecToTa 4ecToTa HeCToTa
Mporo | duapus 614 (53%) | 65 (6%) 2 (<1%)
YECTH TaneHe 386 (34%) | 14(1%) 0
IMosprmaHe 225 (20%) | 18(2%) 1 (<1%)
Bonka B kopema® 139 (12%) | 15 (1%) 0
Yecn CroMatHT 96 (8%) 4 (<1%) 0
Jucnencus 83 (7%) 2 (<1%) 0
MeTeopH3bM 43 (4%) 0 0
Ioxypane Ha kopeMa | 36 (3%) 2 (<1%) 0
S3BH B YCTaTa 28 (2%) 3 (<1%) 0
CyxoTa B ycTara 27 (2%) 0 0
Heuectn | IlankpeaTur 8(<1%) 4 (<1%) 0
Pexranen kpreouznue | 8 (<1%) 2 (<1%) 0
Xemaroxe3hn 6 (<1%) 0 0
CroMamHo-uYpeBeH 4 (<1%) 2 {<1%) 0
BOH3/THB
Menena 4 (<1%) 1 (<1%) 0
YecT U3x0XKnauua 3 (<1%) 0 0
Cromamuo-1peBnn AHaneH KpBEOH3JTHB 2 {<1%) 0 0
HApPYWIEeHHS [lepdopanss na 2{<1%) 1 (<1%) 0
Ae0es0TO 9epBo
KbpBeHe B ycTaTa 2 (<1%) 0 0
KpbBOH3NHB OT 2 (<1%) 1 (<1%) 0
FOPHHTE OTAENH Ha
CTOMAITHO-YPeBHHA
TPaKT
EHTepoKyTaHHa 1 (<1%) 0 0
ducryna
Xemaremesa 1 (<1%) 0 0
Xemopoupanex 1 (<1%) 0 0
KPbBOU3IIHB
Ilepdopauns Ha 1 (<1%) 0 1 (<1%)
wieyma
Esodareanen 1 (<1%) 0 0
KPBBOH3ITHB
PeTponepuroneaned 1 (<1%) 0 0
KPBBOHIITHB
YectH Xunepbwmupybuncmni | 38 (3%) 2(<1%) M iﬂ%z ;g
Hapymerne Ha 29 (3%) 13 (1%) Qs_'é‘ ' \:
XenaroGaRapHa 4yepHOApoOHaTa S AL LoTNNE
HAPYMIECHAN QYHKIHA < / i i
XenaToToKCHIHOCT 18 (2%) (<1 = |[*2 ¥
Heuectu | Xunrennua 3 (<1%) 1 (<1%)'\\jé‘; LR
e
“ \-




VBpexiaune Ha uepHus | 2 (<1%) 2 (<1%) 0
Ipob, MPEAU3BHKAHO OT
JIEKapCTBOTO
YepHOApOOHA 1 (<1%) 0 1 (<1%)
HelocTaThyHOCTT
Muoro | Ilpomana Ha mpeta Ha | 404 (35%) | 1 (<1%) 0
YecTH KOCaTa
CueapoM Ha manmaphao- 206 (18%) | 39 (3%) 0
IUIAHTapHA
EPHTPOAM3ECTEIHA
Anoneims 130 (11%) |0 0
Qo6puB 129 (11%) | 7 (<1%) 0
YecTu XunonurMenTanug #a | 52 (5%) 0 0
KOXKATa
Cyxa Koxa 50 (4%) 0 0
ITpyputyc 29 (3%) 0 0
Epurema 25 (2%) 0 0
JlenurMeHTAalLHA Ha 20 (2%) 0 0
' KOKaTa
Hapymenns na Xumepxuaposa 17 (1%) 0 0
KOXKATA B
Heuectn | YBpexmaHAd Ha 11 (<1%) 0 0
HOAKOKHATA ThKAH
HOKTHTE
JomeHe Ha KoXxkaTa 10 (<1%) 0 0
Peaxiud Ha 7 (<1%) 0 0
OTOUYYBCTBHTEIHOCT
Eputemarozen obpue | 6 (<1%) 0 0
VepexaaHe Ha koxara | 5 (<1%) 0 0
MakynapeH o6pus 4 (<1%) 0 0
O6pHB cbe chpbex 3 (<1%) 0 0
BesukynapeH o6pus 3 (<1%) 0 0
Tenepanuzupan cupbex] 2 (<1%) 1 {(<1%) 0
Yenepanuzupan obpue | 2 (<1%) 0 0
IlanmynoseH obpus 2 (<1%) 0 0
TInanTapen epureM 1 (<1%) 0 0
Koxna a3Bat HEH3BECTHO | HEM3BECTHO | HEH3BECTHO
Hapymenns na Yecu ApTpanrus 48 (4%) 8 (<1%) 0
MYCKY/IHO- Muanrus 353%) 2 (<1%) 0
CKe/eTHATA CHCTEMA MYCKYJIHH cnasMu 25 (2%) 0 0
# cheamBrTenHara | Hedectn | MyckynHo-ckeneta | 9 (<1%) 1 (<1%) 0
TBKAB Goska
? aﬁpymennn aa quHc:;O IpoTeusypus 135(12%) | 32 (3%) 0
b HTE B
nm:l;f::lm - Heuectn gﬁzsmm n:mma 1 (<1%) 0 0
Hapymenng 5a Hevectn | MeHoOparus 3 (<1%) 0 0
BBL3NPOR3BOIHTEIHA BarunaneH xpspousnus| 3 (<1%) 0 0
TA CHCTEMA W MeTtpoparus 1 (<1%) 0 0
rbpAATA
Muoro | Ymopa 415 (36%) | 65 (6%) 1(<1%)
YECTH
O6mx mapymenus & Yectu BuananeHune ua 86 (7%) 5 (<1%) 0/./—\
JIATABHIHTE A7 Mg p
:‘g’fl“nz;:’:::m AcTenns 82(7%) | 20 2%) /1% &
Pr Oroir® 72(6%) | 1(<1%)// >
Bonka B obnacrrana | 18 (2%) 2 (<1%) u
IPBRHHS KO
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Heuectu | Ctyaesu Tphnku 4 (<1%) 0 0
YBpexnane Ha 1 (<1%) 0 0
JIHCABHLIWTE

Muoro | [TosHilieHa anaHuH 246 (21%) | 84 (7%) 14 (1%)

YeCTH aMuHOTpaHchepasa
IMosumeuna acnaprar | 211 (18%) | 51 (4%) 10 (<1%)
aMHHOTpaHchepaza

Yecn Tlonmxasane Ha 96 (8%) 7(<1%) 0
TEJIESCHOTO TErIO
VBenniense Ha 61 (5%) 6 (<1%) 1 (<1%)
KpBBHHA GHIHPYOHH
Tosnmew kpearHuus B | 55 (5%) 3 {<1%) 0
KPBETa
TToBUIDEHA JIHNA3a 51(4%) | 21 (2%) 7 (<1%)
Hamanes Gpoii ua Genure | 51 (4%) 3 (<1%) 0
KPBBHH KJIETKH d
[NoBHINEHO HUBO Ha 36 (3%) 0 0
THPEOCTHMYIHpaLHA
XOpMOH
Tlosuiena aMUIasa 35 (3%) 7 (<1%) 0
IToBumeHa rama- 31 (3%) 9 (<1%) 4 (<1%)
ryTaMuaTpascdiepasa
[MosHiEHO KPEBHO 15(1%) 2 (<1%) 0
HaJiaraHe

Hicnepsanas TloeHIneHa ypes B 12 (1%) 1 (<1%) 0
KPEETa
AHOPMATHH 12 (1%) 6 (<1%) 1 (<1%)
4epHOAPOoOHH
HYHKIHAOHANHH TECTOBE

Hegecru | [Tosmmenn 11 (<1%) 4 (<1%) 3 (<1%)
YepHOAPOOHH eH3IHMH
Hamanena kpbBHa 7 (<1%) 0 1(<1%)
3axap:

Varmxen QT unrepsan| 7 (<1%) 2 (<1%) 0
Ha

eIEKTPOXapAHOrPaMaTa

TToBH1IEHH 7(<1%) 1 (<1%) 0
TPaHCAMMHAIH

OrxnoHeHns npH 3 (<1%) 0 0
H3cIeBaHe HA

dbyHKIMATa HA

H{HTOBHMIHATA XJIe3a

[Mosumeno auactonHo | 2 (<1%) 0 0
KPBBHO HalArage

IMosumeHo cactonHe | 1 (<1%) 0 0
KPBBHO HasraHe

+ CBbp3ana ¢ IeYEHACTO REKENAHA Peakuus, ChoGLIEAa Mo BPEME Ha NOCTMAPKETHHTOBHA NEPHO (CTIORTAHHH
CHOGIEeHK 32 CITy4YaH M CEPHOIHHM HexXeNaHH PEaKUNH OT BCHUKH KNHHHYAH TPOYIBaHHA HA MAasonanuG).

* CBBp3aHa C NIeYEHHETO HENETAHA PEaKiHs, ChODIIEHA CaMO 110 BPEME HA NOCTMAPKETHHTOBHA NIEPHO/L.
YecToraTa HE MoXe Aa Gbae onpeleneHa 0T HATMYHKTE TAHHH

CneanuTe TEpMHHH ca KOMOHHHEPAHHU:

* Kopemna 6osia, Gonka B ropHaTa ¥ JOHATA YacT HA KOPEMa

b O1ok, nepudepen 0ToK, 0TOK Ha OKOTO, IOKATMIHPAH OTOK H OTOK H JIHLETO

¢ THcreys3ua, areyua 0 XBnoreysus

4 Hamanen 6poi na GenHTe KPLBHH KIETKH, HamaneH Gpoit Ha HEyTPOGHAHTE H HAMANEH
TEBKOUUTHTE

¢ Hamanen aneTuT 1 aHOpeKCcHa
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F Copreuna nMcyHKURA, NeBoKAMEPHa THCPYHKIIA, CHPAEYHA HEAOCTATHYHOCT M PECTPHKTHBHA

KapAHOMHONATHS

¢ Beno3sen TpomGoeMBonyuen nHuHaeHT, AenGoka BeHozHa TpomMbo3a, Genoapobua emOonya H TpomMGo3a

HeytponcHus, TpoMOOLMTONEHHS W CHHIPOM HA NAIMAPHO-IUIAHTAPHATA EPHTPORMCECTE3HA Ca
HaGMOABAHH N0-YECTO IPH MALMEHTH OT K3TOUHOA3HATCKH NPOH3XOJ.

Tabauna 3 Cpbp3ann ¢ JedeHNeTO HEXEIAHRH PEAKIHE, cChofuieHH B npoyinanns ua STS (n =
382) nim no BpeMe pa NOCTMAPKETHArOBHS NEPHOA

CucreMo-opramen Yecrora | Hexcerans peaknan | Bepukn Crenen 3 Crenen 4
KIAC (BcHUKH CTeNeHE n (%) n (%)
CTEIICHN) n (%)
Huadexnnn n Yecru | Undexuua va Bermumre | 4 (1%) 0 0
addecTanEn
Heonnaima ~ Meoro | TymopHa 60ska 121 (32%) | 32(8%) 0
AODPOKAYECTBEHA, | YESCTH
3I0KAYCCTBCHA B
HEONPEACIeHE {BRII.
KHCTH H NOJIAOH)
Muoro | JIeBkonicHHA 106 (44%) | 3(1%) 0
9ECTH TpomGouuToncHH 86 (36%) 7 (3%) 2 (<1%)
HeyTtponenus 79 (33%) 10 (4%) 0
Heuectu | TpomboTHuHa 1(<1%) 1 (<1%) 0
Hapymenus ga MHKPOAHTHOIIATHS
KPLBTA B IAMRATA (BKTOMHTENHO
cuctema’ TpoMGOTHYHA
TPOMOOUMTOTIEHHYHA
nypnypa K
XEMOJTHTHYHO-
YPEeMHMYCH CHHOPOM }
Hapymenrns na Yectu XHIOTHPEOHANIBM 18 (5%) 0 0
eHAOKPHHHATS
CHCTEMA
Muoro | IoHwkasane Ha 108 (28%) | 12 (3%) 0
YeCcTH aneTHTa
XunoanGymuaemus’ 81 (34%) 2 (<1%) 0
Hapymenns na Yectu Rexuaparaips 4 (1%) 2 (1%) 0
mMeTabonnimMa m Hevecty | Xumomarunesnemus 1 (<1%) 0 0
XpaH¢HeTo C CHHApPOM Ha TYMOpeH | C ¢ c
HEH3BECT | JIH3HC¥ HEH3BECTHA | HEM3BECTHA | HEM3BECTHA
Ha 96CTOTA qecTOTa 4eCTOTa
4ecToTa
Henxauan Yectn BescsHue 5(1%) 1 (<1%) 0
HApPYIEHHY
Muoro | Hucreyaus® 79 (21%) 0 0
YeCTH I'naBoGonue 54 (14%) 2 (<1%) 0
Yecrn | INlepudepna censopra | 30 (8%) 1 (<1%) 0
Hapymenns na HEBPOTIATHR
HEPBHATA CHCTEMA 3amasHocT 15 (4%) 0 L
Hewect | CeoHIHBOCT 3 (<1%) 0
TlapecTe3ns 1 (<1%) 0
Mozbien aadapkr 1{<1%) 0
Hapymenna na Yecr 3aMBIJIEHO 3pEHHE 15 (4%) 0

OYHTE
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YecTn Cupaeuna 21 (5%) 3 (<1%) 1(<1%)
auchyHKUHS®
Cupneunn JleBokamepHa 13 (3%) 3(<1%) 0
HApYImeHns auchYHKIUA
bpaaukapaus 4{1%) ] 0
Heuects | Hudapkr na muokapna | | (<1%) 0 0
Muoro | Xunepronus 152 (40%) | 26 (7%) 0
YeCTH
Yectn BeHO3HO 13 (3%) 4 (1%) 5(1%)
TpoMboemboniHo
cpiHTHE!
CbaoBE Hapymeans Topemn BuIHH 12 (3%) 0 0
3auepsaBane 4 (1%) 0 0
Heuect | Xemoparus 2(<1%) 1 (<1%) 0
Penxn AHeBpH3IMHE H c c c
ApPTEPUAITHU AMCEKIMK | HEH3IBECTHA | HEM3BECTHA | HEH3BECTHA
4ecToTa YeCTOTA 4eCcToTa
Yectn EnMcTakcHe 22 (6%) 0 0
JuchOHH 20 (5%) 0 0
IlucnHes 14 (4%) 3(<1%) 0
Kauinuia 12 (3%) 0 0
TTHeBMOTOpaKC 7 (2%) 2 (<1%) 1 (<1%)
Xwanane 4 (1%) 0 0
Pecnupatopus, benoapoben 4(1%) 1 (<1%) 0
e — KPBBOH3IIHB
MeNHACTHHAIHE Heuectu | Opodapuureanna 3 (<1%) 0 0
HApymeHnRd Ooka
BpoHxManen 2 (<1%) 0 0
KPBBOM3ITHB
PuHopes 1 (<1%) 1] 0
XemMormrraza 1 (<1%) 0 0
Penku HHTepcTHIIHATHA < c c
GenonpobGHa HEHM3BECTHA | HEM3BECTHZ | HEM3BECTHA
Gonect/maeeMonnT} HeCTOTa 4eCTOTA 9eCTOTA
Mroro | lnapus 174 (46%) | 17 (4%) 0
4ecTH Tagene 167 (44%) | 8 (2%) 0
IToepbmane 96 (25%) 7 (2%) 0
Bonka B xopema® 55 (14%) 4 (1%) 0
Cromarur 41 (11%) 1 (<1%) 0
Yectn TloayeaHe Ha kopema | 16 {4%) 2 {1%) 0
CyxoTa B ycTata 14 (4%) 0 0
Jlncriencus 12 (3%) 0 0
KbspBeHe B ycrara 5(1%) 0 0
CroMamuo-upesnn Mereopistu 3 (1%) 0 0
HApymeRus AHaJleH KpLBOHYIHB 4 (1%) 0 0
Heuectu | CromamHo-upeBeH 2 (<1%) 0 0
KPBBOMIIIHB
Pexraned KpeBoRIHE | 2 (<1%) 0 0
EnTepokyraHHa 1 (<1%) 1 (<1%) 0
ucTyna
CromaweH kpeBonzims| 1 (<1%) 0
Menena 2 (<1%) 0
Esodareanen 1 (<1%) 0
KPBBOH3JIHB
TlepHTOHUT 1 (<1%) 0
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PerponepuroneaneH 1 (<1%) 0 0
ROM3/THB
KpbBouznus ot 1 (<1%) 1 (<1%) 0
TOpPHHTE OTIENH Ha
CTOMAIIHO-YPEBHHA
aKT
Hneanua nepdopamms | 1 (<1%) 0 1{<1%)
XenaTo6unuapan Heuectd | Hapymenne na 2 (<1%) 0 1 (<1%)
Hapymenng yepHOApoOHaTa
dyHKIML
C Yepuonpobna ¢ c c
HEH3BECT | HEAOCTATBYHOCT HEH3BECTHA | HEH3BECTHA | HEH3BECTHA
Ha YeCTOTa 4ecToTa YecToTa
4eCTOTa
Muoro | IIpomsana Ha npeta Ha | 93 (24%) 0 0
4eCTH KocaTa ‘
Xunonurmenranud Ha | 80 (21%) 0 0
KOXKAaTa
Excdonuarisen obpus | 52 (14%) 2 (<1%} 0
Yectu Anonemus 30 (8%) 0 0
Vepexnane Ha koxara® | 26 (7%) 4 (1%) 0
Cyxa koka 21 (5%) 0 0
Hapymenus ua Xunepxuaposa 18 (5:/6) 0 0
KOKATS B IS_’IBpemaﬁe Ha HOKTUTE ::13 g .ﬁ); g g
pypHTYyC %
HOAKOKHATA THKAH Epurema 201%) o 0
Heuectn | A3Ba Ha koxara 3 (<1%) 1 (<1%) 0
O6pus 1 (<1%) 0 0
IManynosex o6pHB 1 (<1%) 0 0
Peakrus Ha 1 (<1%) 0 0
OTOYYBCTBUTENHOCT
CunapoM Ha nanMapHo- 2 (<1%) 0 0
nnaHTapHa
ePHTPOAH3ECTE3HS
Hapymenaa na Yectn MyckynHo-ckenerna | 35 (9%) 2 (<1%) 0
MYCKYJIHO- Gonka
CKeJICTHATA CHCTEMA Mmuanrus 28 (7%) 2(<1%) |0
H CHeAHHMTE/HATA MycKyiHu CHasMH 8 (2%) 0 0
TLKaH Hegectn | Aprpanris 2 (<1%) 0 0
Hapymerns na Heuectu | [TporenHypus 2 (<1%) 0 0
6r.6pennTe W
NHKOYHHTE NHTAIA
Hapymenus na Heuectn | Barunanen xpreonzms| 3 (<1%) 0
::mposnonmna Menoparms T (<1%) 0
CHCTEMS H I'hbpAaTa
Muoro | ¥smopa 178 (47%) | 34 (9%) 1 (<1%)
YeCTH
O6ma Yecrn | Oror® 18 (5%) 1<1%) |0
Bonka B obnacTra Ha 12 (3%) 4 (1%) 0
HADYINCHAY A S A
CeKTH Ba MACTOTO CTyieHH TPBIKH 10 (3%) 0 o,
Ha UpPHJIGKeNHE R
Hedectn | Br3nanenue Ha 1(<1%) 0 Ny . T N, &
JIMraBHIMTE® Sf pvERENS
AcTeHus 1(<1%) RIEE S } =
Hicnexpanns® Meuoro | IToumkaBaHe Ha 86(23%) |[5¢( N
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YeCTH TCICCHOTO TEIIIO

Jectn FlaTonorus npu 29 (8%) 4 (1%) 0
M3caAeABaHe Ha YIIH,
HOC H Mypiio®

TlorHIeHa anaHHH 8 (2%) 4 (1%) 2 (<1%)
aMHHOTpaHcdepaza

Orxnonenys B HuBata | 6 (2%) 0 0
Ha XOJlecTeposia

IMosuizena acmaprat 5 (1%) 2 (<1%) 2 (<1%)
aMHHOTpaHc(hepasa

IloBHmena rama- 4 (1%) 0 3 (<1%)
rnyraMunTpaschepasa

Heuectu | YBennueHne Ha 2 (<1%) 0 0
KPbBHHS OUNHPYOHH

Acnaprar 2 (<1%) 0 2 (<1%)
aMuHOTpaHCchepasa

AnaHuH 1 (<1%) 0 1 (<1%)
aMMHOTpaHchepasa

INonwxken Spoii 1 (<1%) 0 1 (<1%)
TPOMOOIHTH

Vawmken QT unrepean| 2 (<1%) 1 (<1%) 0
HA
eNEKTPOKAPAHOTPAMATA

1 Ceup3ana ¢ neueHreTo HeXeENaHa peakuys, ¢obIleHa 0 BpeMe Ha NOCTMAPKETHHTOBAA MEPHO/ (CNOHTAHHK
CHODIEHNA 33 CITYYAH H CEPHO3HH HEXENAHH PEaKLMK OT BCHYKH KIHHHYIHH NPOYYBAHHA KA Na3onaHuGb).

* Cpbp3ana ¢ TeNEHHETO HexeNlaHa peakiia, ¢hobmeHa CaMo 110 BpeMe Ha OCTMAPKETHHIOBHA TIEPHOA.
YectoTara He MOXe Ba Gbae onpeneneHa OT HANMUBUTE NAHHH

CrneanuTe TEpPMHHH ca KOMOHHMpaHH:

* Kopemua Go/ka, 60/1ka B ropHaTa 9acT Ha kopeMa u 60/IKa B CTOMAIHO-YPEBHANA TPAKT

b Orox, neprdepes 0TOX ¥ OTOK Ha KIETIAYHTE

¢ I[lo-rongMara 9acT oT TE3H CAYYau ca CHHAPOM Ha MaIMAPHO-IGHTAPHA ePHTIPOAH3CCTE3HA

4 Beno3un TpomBGoeMGonUYHH CHLGHTHA — BKIOYBa TEPMHHATE A6a60ka BeHO3Ha Tpombo3a, SenoapobHa
embBonus 4 TpoMGo3a

¢ To-ronAMata 9acT oT TE3H CHY4aH ONHCBAT MYKO3HT

fYecrorara ce ocHosasa Ha Tabnuum ¢ naGopatopn crofinocth of VEG110727 (N=240). Te ca chobuiapaty
KaTO HeXe/IaHH PEaKUAH MO-PAAKO OT HACTEAOBATENNTE, OTKOIKOTO € NOCOYEHO B Ta6INALHTE ¢ naGopaTopHH
cTolHOCTH

§ C10MTHA HA ChpAeYH2 ANCHYHKUMA — BKTIOYBA NIEBOKAMEPHA THCHYHKUAA, ChPAETHA HEAOCTATEUHOCT M
PECTPHKTHBHA KAPAHOMHOTIATHA

hYecrorara ce ocHomara Ha HexenanuTe peakius, CrOOINEHH 0T HacenosaTemuTe, JlaGopaTopruTe
NATONIOrHH ¢a CHO0IARAHY KATO HEXeENaHH PEAKLH NO-PAAKO OT W3CNEAOBATENNTE, OTKOIKOTO € IIOCOUEHO B
TabanumTe ¢ naGoparopuu crotinocTu

HeyTponenus, TPOMGOLMTONEGHHA H CHHAPOM HA MaJMAapHO-IUIAHTAPHATA EPHTPOXMCECTE3HA ca
HaGMmoAABaHH M0-9ECTO NPH NAIMEHTH OT H3TOUHOA3HATCKH IPOH3XOL.

IMeanaTpyana momy nanms

ITpoduneT Ha Ge30nacHOCT NPH NEAMATPHYHHM NALMEHTH € NogoGeH Ha TO3M, JOKIANBAH 3a

Na3onaHub Npu BE3pacTHH MPH on06peHNTE MOKAZAHHS Bb3 OCHOBA HA JAHHW OT 44 NeIHATPHYHH
NalHeHTH 0T NpoyyeaHe BB Gasza I ADVL0815 n 57 neamaTpiuss NaLHEHTH OT NpoyY
daza I PZP034X2203 (Bx. Touka 5.1).

Crobmaparc Ha IONO3MPAHHN HEKENAHH PEAKIHH
Cro0maeaHeTo Ha NOAOIMPAHM HEXENAHH PEAKIIMH Cleji PA3peliaBaHe 3a YIio

NPOAYKT e BaxHO. ToBa No3BoNsBa aa NpoNbKH HAGIOASHHETO BA CHOTHOLIE
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JIeXapcTBEHHA MPOAYKT, OT MeAMIMHCKHTE CNEUHATHCTH CE€ H3HCKBA N2 ChoOIIABAT BCsAKA
NONO3UPAHA HEXeNaHa peakiua upes:

HsnnanHHTENA areRUUA RO AEKApCTBATA

yn. Jamau I'pyen” Ne 8
1303 Codua

Brarapus
Ten.: +359 2 8903417
yebcaiir: www.bda bg

49 TIlpenosmpame

Hosu mnasonanu6 no 2000 mg ca oucHeHW B KIHHHYHH TPOyYBaHHS. YMopa OT creneH 3
(orpanMyaBalia nosaTa TOKCHYHOCT) H XMIIGPTOHHMA OT creneH 3 ca Habmogaepanu mpud | ot 3
NauMeHTH, npueMamy cxotBeTHO 2000 mg u 1000 mg nHesHo.

Hsama cnenidryed aHTHAOT 3a peao3MpaHe ¢ Na3onaHud B ISYeHHETO Ha npefo3upate TpaGea Ja ce
CBCTOH OT 06K NOAABPIKAIIE MEPKH.

5.  ®APMAKOJIOTHYHH CBOHCTBA
5.1 <PapmakoIHHAMHIHE CBOHCTBA

(apMakoTepanesTH4Ha rpyna: AHTHHEOIACTHYHH CpPE/CTBA, HHXHOMTOPH Ha MPOTeMH KHHA3aTa,
ApyTH HHXUOMTOpH Ha npoTend kuHasara, ATC kog; LO1EX03

Mexanu3sM Ha felicTeHe

INasonasub e nepopanHo MpunaraH, MOLEH MHOrOLE/IeBH HHXHOHTOP HA THpO3uH KuHazata (TKI) na
PEHENTOPATE Ha CBHEOBHA eHAOTedeH pacrexeH ¢axrop (VEGFR) -1, -2 w -3, TpombCorprraus
pacrexen daxrop (PDGFR) -¢ u —p, # penenropa Ha dakropa Ha cTRonoeute KietkH (c-KIT), cne
croiinocT Ha ICsp cworBeTHO 10, 30, 47, 71, 84 u 74 nM. B npeAKnIMHAHYHA ©KCIIEPHMEHTH
nasonaHub, 3aBMCHMO OT [03aTa, MHXMOMpa HHIYUMPAHOTO OT JMraHz aetodocdopunnpane Ha
VEGFR-2, c-Kit 1 PDGFR-B peuenropure 8 knerxute, In vivo nasonanut HHXUGHpa HHIYLIHPaAHOTO
ot VEGF VEGFR-2 dochopmmpane B 6enure apoGope Ha MMIIKH, AHTHOTEHE3aTa B Pa3IM4UHH
KHBOTHHCKH MOJIC/H H PACTEKA HA MHOKECTBO YOBESIIKH TYMOPHH KCEHOTPAHCIUIAHTATH IIPH MHIIKH.

dapMakoreHOMHKA

Ilpu QapmakoreneTHweH MeraaHaiM3 Ha JaHHM Or 31 KIMHHYHM TPOYYBaHMA Ha mMazonaHut,
Npunarasd HWin KaT9) MOHOTEpanys, Wik B KoMOuHAUMA ¢ ApyrH cpeacta, ALT >5 x ULN (NCI CTC
cTemen 3) ce HabmopmaBa mpu 19% or Hocwrenwre Ha anena HLA-B*57:01 u ompu 10% ot
Hedocurenute. B To3u Habop ot mamnm 133/2235 (6%) ot naumenture Hocar anexs HLA-B*57:01
(B Touka 4.4),

KSIHHHYHH IpOYYBAHAA

Bropevno-xremvuen xapyunon (RCC)
besonacHocTTa M eduKkacHOCTTa Ha nasonanu6 npm RCC ca oleHeHH B paHAOMK3HPAHO, )J,BOP]]-[O-
CIIAT0, TUIAUE00-KOHTPOIMpaHO MHOTONEHTpoBO mpoyusane. Ilammentm (N = 435) ;

aBaHcupan W/unH MeractatiueH RCC ca paHIOMH3HpPaHH Ja MONYYaBaT nasonaHHG, 8
AHeBHO MM miane6o. OcHoBHATA UEN HA nNpoy4YBaHeTo ¢ Ouna fa ce OLEHAT H Cpagfigh
Ha nedeHHe 3a npekHBIeMocT Ges mporpechs Ha 3abonspadeto (PFS), a mp:
KpaiiHa Touka ¢ obmara nmpexuesemoct (OS). Jpyrire uenn ca 6w xa ce ongy
Ha OTroBOp H MPOJRIKUTETHOCTTa Ha OTIOBOPA.




Or o6mo 435 mauueHTH B TOBa npoyusaHe, 233 nauueHTH He ca JeKyBaHH, a 202 ca mauMeHTH OT
BTOpa JIMHHA, KOWTO Ca MOJy4aBal¥ elHa npeauiiHa Tepanus, OGasupana Ha IL-2 wim INF-a.
CratycsT Ha edektuBHocT (ECOG) e cxoneH mexay rpynure Ha nasonmanu6 u miaue6o (ECOG 0:
42% cnpamo 41%, ECOG 1: 58% cnpsamo 59%). ITo-ronsamara 4acT OT MALHEHTHTE Ca HMAIH WK
GnaronpusTau (39%) Wi MexauHHu (54%) nporHoctHunu daktopu no MSKCC (Memorial Sloan
Kettering Cancer Centre, Memopuanes ouxonoruyen uenrsp Cnoyn Kerbpunr)/Motzer. Benuku
NalMEHTH Ca MMM CBETIOK/IETbYHA XWCTOJNIOTMS WIM MPEJUMHO CBETJIOKJIETbYHA XHCTONIOTHA.
IMpubru3MTENHO MOJOBHHATA OT BCHYKM MALMEHTH ca MMalu 3 WM MOBEYe OpraHa, 3acerHaT OT
3abonsBaHeTO, a NMpH MoBe4eTo nauueHTH Genust apoG (74%) w/unu numdHuTe BH3INH (54%) ca
METacTaTHYHOTO MACTO Ha 3a00/ABAHETO NMPH H3XOJHOTO HHUBO.

IMonoben asan oT NalMeHTHTE BB BCAKO paMo ca OWIM HelleKyBaHH M ca JIEKYBaHH [pe/IBAPHTEITHO C
uutokuHH (53% u 47% B pamoro ¢ nazonanu®, 54% wu 46% B pamoto c¢ mnauebo). B noarpynara,
NeKyBaHa ¢ LIUTOKHHH, MHO3HHCTBOTO (75%) ca nosyyasanu JieueHHe Ha 6aszata Ha HHTEPHEPOH.

ITonoGen 141 OT MALMEHTHTE BHB BCAKO PaMO ca HMasld npeaBapuTenHa HeppekroMus (89% u 88%
CHOTBETHO B PaMOTO Ha nasonaHu6 W miauebo) W/uiM npeauuiHa TpyeTepanus (ChOTBETHO 22% M
15% B pamoTo Ha nasonaHu6 u riaue6o).

[TbpBUYHMAT aHaNW3 HAa MbPBHYHATA KpaiiHa Touka PFS ce ocHOBaBa Ha oLeHKa Ha 3a00/1iBaHETO
4ype3 HE3aBHCUM PEHTTCHOJIONMYEH Mperje] B LsjaTa HM3C/eBaHa Momynauus (HejleKyBaHa H
NpeBapUTE/IHO NEKYBaHA C LIMTOKHHH).

Tabaana 4 O6mu pesyararu 3a epuxacnoct npu RCC ot nesaBucuma onenka (VEG105192)

Kpaiinn IMazonanu6 Ilnane6o HR (95% CI) p-cToliHOCT
TOYKH/HONyIaANAN Ha (eamocTpanno)
Npoy4BaHETO
PFS
O6mo* ITT N =290 N =145

MenuaHna (Mecewn) 9,2 4,2 0,46 (0,34, 0,62) <0,0000001
Crenen Ha OTroBOp N=290 N =145

% (95% CI) 30(25,1,35,6) | 3(0,5,6,4) - <0,001

HR = koeduumeHT Ha pucka; ITT = nnanupanu 3a neuenne; PFS = npexussemoct Ge3 mporpecHs Ha
3aboasaBaHeTo. * - HeleKyBaHa NOMyJauMs ¥ MOMyJaLns, MPeaBapHTeHO JIEKYBaHa C LUTOKMHH

@urypal Kpusa ma Kannan-Maiiep 3a mnpexnBseMocT Ge3 mporpecHs 4pe3 He3aBHCHMA
OmeHKa 3a nNaJaTa nonyJjanus (HeJeKyBaHA NONYJAUHA H NONY/IAlHd,
npeABapPHTE/IHO JieKyBana ¢ nuroxkann) (VEG105192)

ks i Y i b

S

h ;
Months

x oc; Meceuw, y oc; INpouent 6e3 nporpecus, [Tazonanu6 (N =290) Menuana 9,2 r}ledﬂuh Tbl'ﬂkl & f//
---- (N = 145) Meauana 4,2 meceua; KoeduumeHT Ha pucka = 0,46, 95% CI (0,34, b,ﬁ?) P <0 0000001\5"‘ /
\\ I-{l ./1 n ’l‘- (‘n\i\’/_.
\ 2P /-/
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@urypa2 Kpusa ma Kannan-Maiiep 3a npexuBsemocT Ge3 mporpecHs 4pe3 He3aBHCHMA
ONleHKA HA HeJleKyBaHaTa nmomysanus B nonyaanas (VEG105192)

ik 2 i - - 1

04y
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x oc; Meceuw, y oc; ITpouenT 6e3 nporpecus, IazonanuG (N = 155) Menuana 11,1 meceua; Inaue6o
-==--=-- (N = 78) Menuana 2,8 meceua; Koeduumenr na pucka = 0,40, 95% CI (0,27, 0,60), P <0,0000001

®urypa3 Kpusa ma Kannan-Maiiep 3a npexmssiemoctT (e3 mporpecHs 4pe3 He3aBHCHMA
ONeHKA HA NpPeBAPHTE/IHO JEKYBaHATA ¢ NATOKHHE nonyaanus (VEG105192)

B

‘0 5 1 5 0

x oc; Meceuw, y oc; IIpouenT 6e3 nporpecus, [azonanu6 (N =135) Meauana 7,4 meceua; [Inaue6o ----
---- (N = 67) Menuana 4,2 meceua; Koeduunent Ha pucka = 0,54, 95% CI (0,35, 0,84), P <0,001

3a nalMeHTH, KOUTO ca OTrOBOPHJIM Ha JICYEHHETO, CPEIHOTO BpeMe 3a otroBop e 11,9 ceamuum, a
Cpe/iHaTa POIb/IKHTEIHOCT Ha 0TroBopa e 58,7 cenmuum cnopen HezaBucum npernen (VEG105192).

Haunute 3a cpenHara obuwa npexussemoct (OS) npH onpeneneHus OT MPOTOKONA OKOHYaTeNeH
aHanu3 Ha npexuBsemoctTa ca 22,9 meceua u 20,5 meceua [HR = 0,91 (95% CI: 0,71, 1,16; p =
0,224)] cLOTBETHO 3a NALMEHTHTE, PAHAOMM3MpaHH B paMeHaTa Ha mnasonaHub6 u miaue6o.
Pesynrarure 3a OS ca 06eKT Ha MOTEHLMAIHO OTKJIOHEHHE, Thil KaTo 54% OT NMaLMeHTHTE B rpynara
Ha Tiauebo ChUIO ca MoNMyYaBald Na3onaHWG B pasliMpeHaTa 4YacT Ha TOBa MNpOYuBaHe cCliel

#HUBOT 4ype3 u3nonssaHe Ha EORTC QLQ-C30 u EuroQoL EQ-5D.

B npoyusane BbB aza Il Ha 225 nauMeHTH C JIOKQIHO PELMAMBHMpALL
t./.,‘ |,l- r’N ‘(\0/
/

"--..:‘-—‘..—-—- -
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CBETJIOKAETHYCH OLOpeuHOKNEeTRYEH KAPUHHOM, OOEKTHBHHAT NpPOLIEHT Ha OTroeop ¢ 35%, a
Cpe/HaTa NpOABDKHTENHOCT Ha OTrOBOPa ¢ 68 ceAMHIM criopes HezaBuCHM Tiperiiesl. MennaHaTa na
PFS e 11,9 mecena.

BesonacHocTra, epHKACHOCTTA M KaWeCTBOTO Ha XHBOT NPH Na30NaHHO cnpamo cyHHTHHMO ca
OLICHEHH B PaHIOMH3HPAHO, OTKPHTO, NapanelHoO-rpynoBo HeuH(epuHopHo npoydsaHe BuB (asa I
(VEG108844).

Bue VEG108844 naunenture (N = 1110) ¢ nokanso aBancapan w/win MetactatuaeH RCC, koHTO He
ca ToJyqaBalH MpeHIIHA CHCTEMHA Tepanus, Ca PaHAOMM3HPAHH Ja NonyvaBar nasonaHub 800 mg
BEJIHBXK OHEBHO Oe3 npexncBane WM CYHHTHHHO 50 mg BeJHBXK JHEBHO B 6-ceMHYHM LMK Ha
Jo3upaHe ¢ 4 ceAMWUM Ha JISYeHHe, NocaeABanum oT 2 cenmuil 6e3 nedeHue.

OcHoBHAT& UEA Ha TOBA MpoydsaHe € Ja ce OUEHM B cpaBHH PFS npH NauWeHTH, JACKyBaHH ¢
na3onaHuG, ¢ Te3m, NIEKyBaHH Che CYHHTHHHMG. HeMorpadckure XapaKTEPHCTHKH €4 CXOMHH MEXIY
paMeHaTa Ha JiedYeHHe. XapaKTepHCTHKHTE Ha 3abonABaHeTo NpH NEPBOHAYAIHATA AMArHo3a U NpH
CKPHHHMHTAa ca OanaHcWpaHH MexXIy paMeHaTa Ha JeyeHHe, KaTOo MOBEYETO NAalHEHTH HMAaT
CBETHAOKIETHYEH XHCTOJOTHICH THIT H 3a60naBane 8 craguii [V,

VEGI108844 noctura ocHoBHaTa cu kpaiina Touka 3a PFS u aeMonctpupa, 4e masonmaHn0 He ¢ ro-
cnabo edexTHBEH OT CyHMTHHHG, THH KaTo ropHata rpanmua Ha 95% CI 3a koeduLMeHTa Ha PHCK €
No-Majka OT ONpeAeNeHaTA B MpPOTOKONA rpaHuua HewHepuopHa pazmhka ot 1,25. Obumre
pe3ynTaTH 2a epuracHOCT ca 0606mienn B Tabmuua 5.

Tabnaana 5 O0uru pesynTaTu 3a egpuxacnocr (VEG108844)

Iazonannb CyunTnEHG KoepunHenT Ha pHCKa

Kpaiina Touxa N =587 N =553 (95% CI)
PFS
O6mo

Mennana (meceny) 8.4 9,5 1,047

(95% CI) (8.3,10,9 (8,3,11,0) (0,898, 1,220)
O6ma mpexaBIeMOCT

Meauana (mMeceiu) 283 29,1 0,915%

(95% CI) (26,0, 35,5) (25,4, 33,1) (0,786, 1,065)

0,245 (2-cTpanna)

HR = Koeguument Ha pucka; PFS = INpexussemoct Ge3 nporpecupare Ha 3abosspaneTo; ® P cToitHoCT =
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®urypa4 Kpmsa ma Kamian-Maiiep 3a npexmBsieMocT Ge3 mporpecHs [pe3 He3aBHCHMA
onenka 3a obmara nonynanusa (VEG108844)
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H3pbpuieHH ca noarpynoBu aHanu3u Ha PFS 3a 20 neMorpadcku v MporHoCTHYHH (akropa. 95%-usr
JOBEPUTE/THH HHTEPBAIH 32 BCHYKH MOATPYNH BKJIIOYBAT KoeULMEHT Ha puck 1. B TpuTe HaH-Manku
or Te3u 20 MOArpYNH TOYKOBATA OLEHKA Ha Koe(HUMEHTAa HAa PHCK HajaBunasa 1,25; T.e. mpH
nauxeHtH 6e3 npemuumna nHedpektomus (n=186, HR=1,403, 95% CI (0,955, 2,061)), LDH npu
u3xonHoto HuBO >1,5 x ULN (n=68, HR=1,72, 95% CI (0,943, 3,139)) u MSKCC: HHCBK pHCK
(n=119, HR=1,472, 95% CI (0,937, 2,313)).

Capxom na mexume moxanu (STS)

EdukacHoctra M Ge3onacHoctra Ha maszonaHu6 mpu STS ca OLEHEHH B OCHOBHO PaHIOMHM3HPaHO,
JABOMHO-CIIANO, IMaLeb0-KOHTPOIHPAHO MHOrOLEHTpOBO npoyusaHe BbB (asa III (VEGI110727).
O6wo 369 naumenTy ¢ apancupan STS ca pannomMu3Hpany aa nomyyasat nasonaHu6 800 mg BeaHbK
AHEeBHO Wiy nnanebo. BakHo e, 4e caMO MaLMEHTH CBC CENIEKTHBHH XMCTOJIOTHYHH MOJTHIIOBE Ha
STS ca 6unu nomycHaTH Ja yyacTsat B POy4YBaHETO, NOPaaH KoeTo eHKacHOCTTa H Ge3omacHocTTa
Ha Ma3onaHub MoraT ja ce CYMTAT 3a YCTAHOBEHH caMo 3a Te3W moarpynH Ha STS u sedyeHHeTo ¢
nasonanub Tpabsa na Obae orpanuyeHo 10 Takuea noarunose Ha STS.

CnenHuTe THIIOBE TYMODH Ca JAOMYCTHMH:
®ubpobnactHn (pubpocapkoM NpH BB3IPACTHH, MHKCOGHOPOCAPKOM, CKIEpO3HMpall eMUTelIOHIeH
¢ubpocapkoM, 3MOKAYECTBEHH COJMTAPHH (GUOPO3HH TymOpH), T.Hap. (HOPOXHCTHOLMTHH
(nneomopden 3nokadecTBeH Ppubposen xuctrountom [MFH], ruraatoknersyen MFH, Bb3nanurenen
MFH), nefiomuocapkoMm, 3/10Ka4eCTBEHH IIOMYCHH TYMOPH, Ha CKEJIETHHTE MYCKYJIH (ruieoMopdeH u
anBeosapeH pabaoOMHOCApKOM), BACKyJapHH (eMNHTENOMICH XeMaHIHOEHIOTETHOM, aHIHOCAPKOM),
HeonpeJeieHd HeaudepeHIMpaHH (CHMHOBHAJIEH, eNUTENOMIEH, aJBEONapeH MEKOTbKAaHEH,
CBETJIOKJIETHYEH, JIE3MOMIACTHYEH NPeOHOKPBITIOKIEThYEH, €KCTpapeHaneH pabaoHaeH TyMop,
3/10KAYECTBEH ME3EHXMMOM, [IePUBACKYIapHH €NUTENOMAHOKIETEYHH TYMOPH, CApKOM Ha MHTHMATa),
3/I0KQYeCTBEHH TYMOPH Ha OOBMBKaTa Ha nepudepHHTE HEpBH, Heau(epeHLMpaH

HEeNoAXO0AA1IH).

CneaHuTe TUNIOBE TYMOPH He Ca IOy CTHMH:
AIMMOLMTEH CapKOM (BCH‘H(H nonnunone), BCHYKH pabJIOMHOCApPKOMH, KOUTO
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Tymopu (PNET), ractpouutectunamam cTpomannd  TyMopu (GIST), nepmarodubpocapkom
nporyGepanc, BoananuTenceh muodubpodnacTen capkoM, VIOKAYECIBEH ME3OTE/MOM H CMECEHM
ME30/IepMaJTHH TYMODH Ha MaTKATa.

Tpabpa na ce oTOenexH, 49¢ RALMEHTHTE ¢ AMUNOLMTEH CAPKOM 0fXa U3KIIOYEHH OT OCHOBHOTO
npoyysane BbB (aza IIl, Teéi karo B nNpeapapHTENHOTO npoyusaHe BB ¢aza II (VEG20002)
axtuBHocTTa (PFS Ha cepmuua 12), mabmojaeana ¢ na3onaHd6 Np¥ agunoir, HE OTTORapA Ha
TOPEABAPHTEIHOTO YCIOBHE 32 CTEEH, 34 /12 TIO3BOJIH MO-HATATHIIHH KTHHHYHH TECTOBE.

Hpyru xmouoBH KpHTepud 3a jgomycTUMOcT Ha npoyueanero VEG110727 6axa: XucTONOrH4YHM
NoKasaTencTea 3a okayecTBeH STS ¢ BuCOK MnH cpemen knac u nporpecHs xa 3afonsgBaHeTo B
paMKHTe Ha 6 Mecema OT TepallMATa 3a METACTATHYHO 3aboisBase HIH PeLMAMB B paMkure Ha 12
MECENa OT (HeO)aNIOBAHTHA TEPAITHA.

Hesetaecer 1 oceM npouerta (98%) 0T MALMEHTHTE ca MOIYYaBAIH IIPSAH TOBa AoKcopyouumH, 70%
uocdamun, a 65% ot nanpeHTHTS ca NMOJyYaBalH Hall-Malko TPH WIH [0BeYe XMMHOTEpaNeBTHYHA
CPeACTBa, ApeaM Ia ¢ BKIIOYAT B NPOYYBAHETO,

INaunenTure ca crparuduuspaHd no gaxTopure 3a 06O cueTosHue no C30 (WHO PS) (0 wma 1)
MPH H3XOAHOTO HMBO H Opod Ha NMHHMTE Ha NpeAXOIHAa CHCTEMHA TepamMA 3a ABaHCHPAOo
3abonssane (0 wim 1 cnpamo 2+). BuB BeAKa TepANCBTHYHA IPYIA € HMAIO MANKO F10-T'OJIAM MPOLCHT
Ha MAIHEHTH ¢ 2+ JHHAH Ha NpeflecTBANA CHCTEMHA TEpanui 3a aBaHcHpao 3abonapane (58% u
55%, ¢ROTBEeTHO 33 paMeHaTa Ha NiedeHHe ¢ Iutanebo ¥ nasonanut) B cpaBHense ¢ 0 WK 1 TRHKEH OT
OpeIUIECTRAIA CHCTEMHA Tepanus (ChOTBETHO 42% M 45% 3a paMeHaTa Ha JeucHHe ¢ Mauedo H
nasonanu6). Cpeanara NpoAL/LKHTERHOCT Ha NPOC/EIBaHe HA NaLMeHTHTe (AeduHHpaHa OT JaTaTa
Ha paHAOMM3ALHA 0 [aTaTd HA NOCHEeqHHA KOHTaKT HIH CMBPT) € OMNa ¢XO0Ha U 3a ABETE PAMEHA HA
neucHHe (9,36 meceua 3a mwranebo [auanason 0,69 po 23,0 Meceua] 1 10,04 mecena 3a nasonaHuab
[amanazon ot 0,2 no 24,3 Mecenal.

OcHoBHaTa el Ha NMpOYYBaHETO ¢ mpexkuBseMoct Oe3 mporpecus (PFS, olieHeHa dpe3 He3aBHCHM
PCHITEHONIOTHYCH NMperien); BTOpHYHUTE KPalHH TOUKH BKmo4YBaT obia npexwupaemoct (OS), 06
MPOLICHT Ha OTTOBOP H MPOJRDKHTENHOCT HA OTrOBOpA.

Tabnana 6 O6mE pesyaTatd 3a epuxacBocy ups STS or nezapucama onenka (VEG110727)

Kpaiian touxn/wonynanag Iazonannb IInanedo HR (95% CI) p-cTofiHOCT
HA APOYIBAHETO (ABycTpaEE2A
PFS
Obmo ITT N =246 N=123

Meauana (ceqmuin) 20,0 7,0 0,35 (0,26, 0,48) <0,001
Jleifiomuocapkom N=109 N=49

Mepuana (ceaMHUM) 20,1 8.1 0,37 (0,23, 0,60) <0,001
IMoarpynu Ha cHHOBHANHMSA N=25 N=13
CapKoM 17,9 4,1 0,43 (0,19, 0,98) 0,005

Menuana (cemmuim)

N=112 N=6l

Iloarpymm , Jpyru STS* 20,1 4,3 0,39 (0,25, 0,60) <0,001

Menuana (ceaMunm)
Os
O0mo ITT N =246 N=123

Menmana (Meceny) 12,6 10,7 0,87 (0,67, 1,12
Jleiiomuocapkom* N=109 N=49 i

Menuana (Meceun) 16,7 14,1 0,84 (0,56, 1,2 [ D
Tlonrpynu sa CHHOBHAITHHS N=25 N=13 )
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capkom* 8,7 21,6 1,62 (0,79, 3,33) 0,115
Menuana (Mecem)
N=112 N =61
IMoarpynu ,,JIpyru STS“* 10,3 9,5 0,84 (0,59, 1,21) 0,325
Menuana (Meceuu)

Crenen na orrosop
(CR+PR) 4(2,3,7,9) 0(0,0,3,0)
% (95% CI)
IpoabmKHTETHOCT Ha 38,9 (16,7, 40,0)
OTTOBOp
Menuana (ceamuum) (95%
CI)

HR = koeduuuenT Ha pucka; ITT = nianupanu 3a neuenue; PFS = npexussemoct 63 nporpecus Ha
3abonasanero; CR = mbaen otrosop; PR = yactuuen otrosop. OS = obiua npexHeaemMocT

* O6maTa NpexKHBAEMOCT 32 CHOTBETHHTE XHCTOJNIOTHYHH NoArpynH Ha STS (nefioMMOcCapKkoM, CHHOBHANIEH
capkom H ,,JIpyru* STS) TpaGea na ce ThikyBa ¢ MOBHIIEHO BHHMAHHE NMOpaay MankHsa Opoii MauMeHTH H
IIHPOKHTE JOBEPUTEIHH HHTEPBAIH

IlopobHo monoGpenne Ha PFS BB3 ocHOBa Ha OLIEHKHMTE Ha H3C/ieoBaTeNuTe € HabnoJaBaHO B
paMoTO Ha masonaHub B cpaBHeHHe ¢ pamoTo Ha miauebo (HR B obmara nonynauus, riaH1pasa 3a
nevenne: 0,39; 95% CI, 0,30 mo 0,52, p <0,001).

@urypa5S Kpusa nma Kannan-Maiiep 3a npexnssemoct Oe3 mporpecus mpm STS upes
He3aBHCHMA ONeHKa 3a odmarta nonyaauuns (VEG110727)

PM SI i & = s 4
m B 1
mmmmw-mmm

He ce nabmonaBa 3HaunTenHa paznuka B OS Mexay JBeTe pamMeHa Ha JIEYeHHe NpPH OKOHYATeNHHs
aHanu3 Ha OS, u3BbplieH cien HacTbnBaHeTo Ha 76% (280/369) ot cvburuara (HR 0,87, 95% CI
0,67, 1,12 p=0,256).

[leguaTpuuHa nonynaius

NAUMEHTH ¢ Pa3iH4YHH PELIMBHpALILHM HIH pedpakTepHH conuaHu TyMopH. OcHo pa'ra1 uen R
Aa ce u3CielBa MakcMMaiHata mnoHocuMa no3a (MTD), nmpoduna Ha Geso ar.:aoc’r M gy
(apMakOKMHETHYHHTE CBOHCTBA Ha nasonaHub npu aeua. CpeaHaTa NpOIbIKHTE Hoc'r Vit ?
€KCIO3HLIHATA B TOBa MpoyuBaHe e 3 mMeceua (1-23 mecewa). \\ S st

~ -“fﬁ P S )
\X‘? SIKAD
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IIposeneHo e npoyqeane BeB thaza I (PZP034X2203) na nazonann® npu 57 neauaTpHYHH
NALMEHTH ¢ pedpakTepHH COJMAHNM TYMOPH, BKIouHTenHo pabromuocapkom (N=12), capkom
Ha MEKMTC TBHKaHH, pasnudeH ot pabaomuocapkom (N=11), capkoM Ha FOunr/pPNET (N=10).
(N=10), neBpobnactom (N=8) u xemarobnactom (N=6). IIpoyuBanero € ¢ MoHoTEpanus,
HEKOHTPOAKPAHO, OTKPHTO NpPOYYBAHE 34 OMPEACHAHEC HAa TEPANCBTHYHATA AKTHBHOCT Ha
nasonanud MpH nena W wHomm Ha BB3pacT or 1 go <18 romunu. Ilazonammb ce mpmiara
€XKefHeBHO Kato TableTka B no3a OT 450 mg/m*/no3a unm KaTo mMepopaiHa CycrneH3Hd MpH
225 mg/m?/no3a. MakcumansaTa paspeiiena fHeBHa f03a ¢ 800 mg 3a Tabnerxara u 400 mg
3a MepopaHaTa cycrneHsua. CpeaHaTa NpOABIDKMTENHOCT Ha ekcnosuimara e 1,8 mecena (1
oeH ~— 29 Mecena).

Pesynrature OT TOBa mNpoyuBaHe He IIOKAa3BAT HHKAKBA 3HaYMMa TPOTHBOTYMOPHA
aKTHBHOCT NPH CBLOTBSTHATA TNEAMaTpHYHA nonynanMs. [Topaaw ToBa pasomaHub He ce
TIPENopBYBa 32 JISUECHHE HAa Te3H TYMODH IIPH NeAHaTpUYHaTa nomyranms (Bx. Todka 4.2 3a
HH$pOpMAaUHA OTHOCHO YIIOTpe6a B NEAUATPHATS).

EBponeiickata areHis no nekapcTBaTa OcBoOOKZABAa OT 3aQB/DKCHHETO 33 NPEOCTaBIHE Ha
pe3ynTaTHTE OT NPOYYBAHHATZ ¢ pedlepeHTHHS JICKAPCTBEH MPOOYKT, CHABPXKAII Ta30NaHHO, BEB
BCHMYKM TNOATPYNIH Ha NeAMaTpuyHATa NOMyJanMs 3a JiedeHHe Ha KapuunoM Ha OwnOpeumre H
616peunoTo AereHde (¢ H3KMIOYeHHe Ha HedpobGnacTom, HedpobnacTomMaTosa, CBETIOKIETHYEH
CapKoM, Me3opeHONacTeH Hedpom, PeHAIEH MEAy/apeH KaplHHOM H paGmouaeH Tymop Ha 616peka)
(k. Touka 4.2 3a uHdopMaLMa OTHOCHO yHoTpeba B MeAHATPHATA).

5.2 dapMakoKEHETHYNH CBOHCTBA

Abcopbia

[Ipyn mepopaiHo NpwiokeHHe Ha eAMHMYHA 1034 oT 800 mg na3onaHH® NpH MALMEHTH CHC CONHAHH
TYMOpPH, MAKCHMAITHA TLTA3MeHa KOHUECHTPALMA (Cmax) OT npuGmisHTeNHO 19 £ 13 pg/ml e nonydena
cnen cpeaHo 3,5 waca (amanason 1,0-11,9 waca) u e monysena AUCo. oT npubnmsurento 650 £
500 pg.h/ml. ExenneBen npHeM Ha fio3aTa Boad Ao 1,23- no 4-xpartio yeenuuenue na AUCq-r.

Jhincsa nocToanno nopxmabane Ha AUC wii Coex mipy 2031 na3onasu Han 800 mg.

CHcTeMHaTa €KCTIO3HIMA HA NA30NaHUG ce yBENMYaBa, KOraro ¢e MpHeMa ¢ XpaHa. [IpuaokeHHeTo Ha
na30naHub ¢ XpaHa ¢ BUCOKO MITH HHCKO CBIBPKAHHE HA Ma3sHHHH BOJH 0 NPHOMH3UTENHO 2-KPaTHO
yBesnnyeHue Ha AUC u Cpax. CregoBaTenHo nazomanuG TpaGea fa ce npunara Hai-Malnko 1pa 4daca
cnell XpaHeHe MAH fOHE €IHH Yac IpedH XpaHeHe (Bx. Touka 4.2).

IpanaraHeTo Ha Harpomena tabnetka nazonmamuG 400 mg nosmmasa AUCpr ¢ 46% ¥ Com
NPHGIHIMTENHO 2 THTH B HAMAJABA fmax C MPHOMM3ATENHO 2 Yaca B CPABHEHHE C NPHIIOKEHHETO Ha
usnata Tabnetka. Tean pesynrata mokassar, ye GHOHANHYHOCTTA M CKOpOCTTa Ha aGcopOuua Ha
NepopanHo NPHIOKEH Na3onasn( ce NOBHIABAT CJ€J MpPHIOKEHHE HA HaTpoiieHa TabneTka B
CpaBHEHHE ¢ NPHACKEHHE Ha nsna Tabnerka (BK. Touka 4.2).

PasnpeneneHue

Cebp3BaHeTo Ha masonmaHuG ¢ 4OBCIIKWA [UTa3MEH TIPOTEHH in vivo e no-ronsMe oT 99% Ges
33BHCHMOCT OT KOHUEHTpanmsta B Ananasona ot 10-100 pg/ml. In vitro npoyusanus
nasonanu6 ¢ cyberpar 3a P-gp u BCRP.

bu chopM

28 Novatrpsan et



nasornaHub npeacTaBnABaT caM0 6% OT EKCTIO3MIMATa B [UIasMaTa. EAuH or Te3su MetabonHTH
uHxubupa npoymdepawpara Ha VEGF-cTvMynHpans eHOTENHH KIETKH HA Y0OBEeNIKA yMOHIHKaTHA
BeHa ¢ edukacHoCT, Mogo6Ha Ha Ta3sM Ha Nazonanub, ocrapanmre ca 10 4o 20 TETH MO-MATKO
aKTHBHH. C/leIOBATETHO aKTUBHOCTTA HA Na30NaHHG 3aBHCH IABHO OT EKCMO3MIMHATA Ha Ma30naHEb.

Enumunupane

Tlazonanu6 ce emuMHHMpa 6aBHO cbe cpefeH nomyxuBor or 30,9 uaca cief NpwiaraHe Ha
npenopvuHtenHara Ac3a or 800 mg. EnmmunppaHero craBa OCHOBHO upe3 (eKanHuTe, KaTo
€JIIMMHHpPaHETO 9pe3 Ou6penure npeacraBnasa <4% OT NPHIOKEHATa J034.

CnenuanHy nomyaauuy

Bvoipeuno yepeacdane
Pesynrature nokassar, e no-mManko OT 4% OT MepOpaTHO NPHIOKEHATA 033 MA30MaHub ce

GKCKpeTHpa B ypHHaTa Kkat0 nasonanu® u wMerabonuru. Pesynmrature or monynalMOHHO
thapMaKOKHHETHYHO MOAETHpaHE (JaHHM OT NALMEHTH ¢ H3xoaHH cToliHocTd Ha CLCR, BapHpamu ot
30,8 ml/min mo 150 ml/min) nokasear, 9e e MaTKo BepoATHO GBLOPEIHO YBpPEKAAHE 12 UMA KITHHHYHO
3HauMM edeKT BHPXy (apMaKOKHHETHKATA Ha mazonanu6. He ce Hanara kopurHpaHe Ha Jo3arta IpH
NAlMCHTH ¢ KPeaTMHHHOB KiMpbHCe Hax 30 ml/min. Ilpenophysa ce MOBHMINEHO BHHMAHME IPH
DALMEHTH ¢ KPeATHHMHOB KTHPBHC 00 30 ml/min, Thil KaT0 NMIICBA OIHT C JICYCHHETO ¢ Na3oNaHHO
TIPH Ta3d NOMYNALAA NalHeHTH (BK. To4ka 4.2),

Yeprodpobro yepexcdane
Jlexo

Cpemnara cranponapHa Cmex ¥ AUCp24) Ha mazonaHw6 npd DAIMEHTH ¢ JEKH AHOMAIMH B
yepHonpoGHUTE MapameTpH (edMHIpaHK KATO HOpMaNeH GUNHPYOHH 1 BCAKA CTEMCH HA MOBUILICHHE
Ha ALT unu xaro nosuwasane Ha Guiapy6una oo 1,5 x ULN HesaBucuMo ot crofiHoctra Ha ALT )
cnen npuiokeHue Ha 800 mg peiHEK AHEBHO ca NOA0OHH Ha MeHAHATA IPH MALMEHTH ¢ HOPMAKHa
YepHoApobHa dyHKims (ex. Tabnuua 7). 800 mg mazomanHG BeAHBK AHEBHO € NMPENOPBLUMTEIHATA
Jl03a MPH NALIHEHTH C JICKH NATOJIOTHH B CEPYMHHTE YepHoApoOHH TecTobe (Bxk. ToyYKa 4.2).

Ymepeno

Makcumanno noHocHMata fo3a nasomawu® (MTD) npH MaUMEHTH ¢ yMepeHO 4YepHOApoGHO
yBpeknane (AehMHRPAHO KATO MOBMIOABAHE HA 6unupybura >1,5 X ao 3 x ULN HesaBHCHMO OT
croiiHocTHTe Ha ALT) e 200 mg Beawsx mHeBHo. CpeaHMTe CTALMOHAPHH CTOMHOCTH HA Crax M
AUC.24y cnen npnoxenne Ha 200 mg nasonanut BeAHEK NHEBHO NPH MALMEHTH C YMEPEHO
yepHOApobHO yBpexnaHe ca npubmiazurenno 44% u 39% oT CHLOTBETHHTE CPelHH CTOHHOCTH Cliel
npunarade Ha 800 mg BeaHbXK AHEBHO NPH NALUMEHTH ¢ HOpMaiHa 4epHoApoGHa yHkims (BX.
Tabnuna 7).

B33 ocHORa Ha jaHHHTe 3a (€30MACHOCT M MOHOCHMOCT, J03aTd Ha nasonaHu® TpsGea na Gnue

HamayreHa 10 200 mg BeiHbK JHEBHO NIPH NALMEHTH C YMEPEHO YePHOAPOOHO YBpeXAaHe (BXK. TouKa
4.2).

Texcxo
Cpennnre cTaumonapre CTOHHOCTH Ha Cuax M AUC 024y cien npunoxkensne Ha 200 mg naszonanu6
BE[HLK JHCBHO NPH NALMEHTH ¢ TEKKO YepHOApobGHO yBpexaaHe ¢a npubausurendo 18% u 15% ot
CHOTBETHHTE CPEAHH CTOHHOCTH ciefl mpunara#e Ha 800 mg BeOHEXK IHEBHO NPH TAlMEHTH ¢
HOpManHa d4epHoapoOHa ¢yHxuuA. Be3 ocHOBA Ha HamaneHaTa €KCHO3HLMA W OrpaHHYCHHA
yepHonpoGen pesepp nasonaHub He ce NpenopbyYBa NPH MALHECHTH ¢ TEXKKO YEPHOAPOOH
(nepunmpano kato 06w Gunupy6un >3 X ULN

HE3aBHCHMO OT HHBOTO Ha ALT) (Bx. Touka 4.2).
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Tabauna 7 Cpeann $apMaKoKEHETHYHH NAPAMETPH HA HA30NAHAG B CTANHOHAPHO CLCTONHHE,

H3IMEpEHR NPA JHNA ¢ TePHOAPOGHO YBpeKaane,

I'pyna Hscnenpaga | Cua (pg/ml) AUC (0-24) IIpenopnunte
no3a (g x hr/ml) JHA 1038

Hopmanna 800 mg OD 52,0 888,2 800 mg OD

Yeproapodna (17.1-85.7) (345,5-1482)

Cpenno 800 mg OD 33,5 774,2 800 mg OD

gepaoxpobHO (11,3-104,2) | (214,7-2034,4)

YMepeHo 200 mg OD 22,2 256,8 200 mg OD

9epHOAPOGHO (4,2-32,9) ° (65,7-487,7)

Texko 200 mg OD 2,4 130,6 He ce npenoprusa

yepuoapobno (2,4-24.3) (46,9-473,2)

OD — BefHBX THEBHO

Hleduampuuna nonyrayus
Ilpu npunaraxe Ha nasonaHu® 225 mg/m? (KaTo MEPOPATHA CYCNIEH3HS) NPH NEAHATPHIHH

nalHenTH, dapMakoKMHeTHYHHTe TapaMeTps (Cmax, Tmax H AUC) ca nogobHH Ha Te3H,
Ceo0meny npefH TOBa INPH BBL3PACTHH MAUMEHTH, JekyBanu ¢ 800 mg nasonaHub.
Pe3yirraTiTe He nmoKasBaT 3HAYMTENHA Pa3lHKa B KIMPHHCA HA Na30NaHU0, HOPMATM3HPAH [0
TeJlecHa MOBbPXHOCT, MEXAY ASLA H Bh3PACTHH.

5.3 IIpeaxnenEvHE AanAE 38 GesonacmocT

IIpeaxnuauanusT npodmn Ha GesonacHocT HA MalonaHxb € OlieHeH NpH MHIIKH, [UTBXOBE, 3aiM H
MaiimyuH. IIpy npoy4BaHMA C NOBTapslM ce AO3H MNPH rPH3AYH Ce NOABABAT €PEKTH B PA3THYHH
TBKAHH (KOCTH, 350H, HOKETHH JI€T71a, PeNpOAYKTHBHH OPraHd, XeMaTONOrHYHH THKaHH, 656pey H
naHkpeac), CBEp3aHM ¢ apMmakonoruara Ha uHxuGupaneto Ha VEGFR #/wiM HapyllaBaHeTo Ha
curHanHute meTHIMA Ha VEGF, kato noBeuero edekTH, PL3HMKBAllH NPH HHBA HA TUTA3MeHa
EKCTIO3HLIHA, Ca noj Te3M, HabMoAaBaHH B KIMHHKaTa, Jpyri HaGmonapaHH edexTH BIUTIOUBAT 3aryba
Ha TEeNECHO Terno, AWapHs W/inu 3abonssaHus, KOWTO ca OHNM WIM BTOPHYHH 110 OTHOHICHHE Ha
JIOKAJTHHTE CTOMAIUHO-YPEBHH €QeKTH, MPHYMHEHH OT BHCOKA JIOKATHA €KCIO3HLMA Ha JIEKAPCTBEH
NPOAYKT Ha NHTaBHLATA (MaliMynu), win dapmaxonoriynd edektH (rpusadu). [Iponudeparnsuu
4epHOAPOOHH Nie3nH (€03HHOMHIHM OTHHINA M aAeHOM) ca HabMIOJABAHM MPH XKEHCKH MHIIKH NPH
€KCTIO3HLHH 2,5 IMbTH O-BHCOKH OT eKCTIO3HIIMATA NPH X0pa BB3 ocHoBa Ha AUC.

. B npoyusanns 3a TOKCHYHOCT NpH MJIaZH €K3EMILISPH, B KOUTO ILTHXOBE IpeAH OTOMBaHe ca GHiH
AO3HPAHH OT 9-uA fAeH cheA paknaHeTo A0 14-UA feH clieh pakAaHeTo, MA30NaHHO NpPHYHHABA
CMBPTHOCT H AHOPMAJieH pacTex/y3paBaHe Ha opranH B 6s0pewyre, Genmure npobose, HepHHA Npob 1
CHpUETO, B K032 NpHOAusuTenHo (0,1 MBETH MO-BHCOKA OT KIMHMYHATA €KCTIO3HLIMA BB3 OCHOBA HA
AUC npu pp3pacthn xopa. Korato minxoBe cnen or0MBaHe ca GMIM JO3HPaHH OT 21-BHA ACH cren
PaxXnaHeTo OO0 62-ua ACH CNnell pajkKAaHeTO, TOKCHKOJIOTHYHHTE HAXOAKM ca HOJIOGHPI Ha TE3H TIpH
BBE3PAcTHH FUTHXOBE NPH CPaBHHMH eKcro3numy. [Ipn Xopa, NneaHaTPHYHHTE MALMEHTH €A HITOKEHH
Ha NOBHUIEH PHCK OT €()EKTH BpPXY KOCTHTE M 3b0MTE B CPaBHEHHE C BB3PACTHHMTE, Thi KaTo Te3M
NPOMEHH, BKIIOYHATEHO HHXHOMpaHe Ha pacTexa (KbCH KpalHMIM), KpeXKH KOCTH U PEMOACIHpaHe
Ha 356HTe, Ca IPHCHCTBANM NPH MIIAZH fUTexoBe npu >10 mg/kg/nen (pasHo Ha npubnusuTenmo 0,1-
0,2 meTH KIMHHYHATA €KCTIO3HIMA B3 ocHORa Ha AUC npu Bb3pacTHE xopa) (8. TouKa 4.4).

Pen KTHBH = HHW H TEPATOTEHHH ehekTH

Mokazano e, ue nasonaHWG ¢ eMOPHOTOKCHYEH B TEPATOTCHEH, KOTATO CE FMPMIAT
3aifle Mpu exCno3HUMM Han 300 ITBTH MO-HACKH OT EKCIOZHLMATA NPH Xopa (
EdexTure BKMOYBAT HAMANCH (EPTHIHTET NPH JKEHCKHTE, TIOBHIIEHA 3
HMILIAHTHPAHE, pPaHHa pe3opOLMA, CMBPTHOCT Ha (eTyca, HaMaNeHO TEIECHO Tiﬁ".? \
CHpACYHOCHA0BH MangopManyy. Hamanen Gpoii corpora lutea, ypenvwueru 'f"g\{g,é} Hy f
AHTHHLHTE CBINO ca 0TOe/M3aHH NpH rpu3avl. B npoyusale Ha depTiimTeTa NPH\WEKIH IIFEX0BE Hé; &
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ce Habmonasa edekT BbpXy YUdTOCBaHETO HIM (ePTHAMTETA, HO € OTOENA3aHO HaMaleHO Ternlo Ha
TeCTMCHTE W ENMAMAMMHCA C HAMalIEHHWE Ha CKOpPOCTTa Ha MPOM3BOACTBO HAa CMEpMaTO30M[H,
NOJABHKHOCTTA HAa CNEPMATO30MAMTE M KOHUEHTPAlMHTE Ha CMEPMAaTO30MAH B CMHAHAMMHCA H
TecTHCHTe, HaboAaBaHK Npu excno3uuuy 0,3 MbTH eKCNO3ULMATA NPH Xopa Bb3 ocHoBa Ha AUC.

I'eHOTOKCHYHOCT

[Nazonanu6 He NPHUMHSABA rEeHETHYHH YBPEXKIAHHS, KOTATO € TECTBaH B TECTOBE 33 FEHOTOKCHYHOCT
(rect Ha Eiimc, aHanu3 Ha xpoMo3omuata abepaimsi B iumdouuTd oT nepudepHa KPeB NPH X0pa H
MHUKPOSIPEH aHAIH3 NPH [UTbXO0BE ix vivo). CUHTETHUYEH MEKAHHEH MPOAYKT MPH NMPOU3BOJACTBOTO Ha
nazonaHub, KOMTO CHIIO MPUCHCTBA B KPAHHOTO JIEKAPCTBEHO BELIECTBO B HUCKH KOJIMYECTBA, HE €
MyTareHeH B aHanu3a Ha EHMC, HO FeHOTOKCHYEH B aHajiM3a 3a JMM(OM IpPH MHUUIKH H in vivo
MHKPOAIPEH aHAJIH3 [IPH MULLKH.

KaHueporesHoct

[Ipy AByro;MIIHKM Mpoy4BaHMs 3a KaHLEPOTeHHOCT ¢ masomaHub e HabiogaBaH yBenuueH Gpoi
YepPHOAPOOHH aJICHOMH, OTOENIA3aHK NPH MHLLKH, U JyO[EHAIHH aJleHOKAPUHHOMH, 0TOe/A3aHH [IPH
nbXxoBe. Bb3 ocHOBa Ha cnelmduuHUTE 33 rpU3aYMTe NaToreHe3a U MEXaHH3bM 3a TE3U HAXOJIKH, He
C€ CYHTA, Y€ MpeaCTaB/IABaAT MOBUILEH KaHLEPOT€HEH PUCK 3a NAaLKEHTH, NIpHEMAaIlH nasonaHuo.

6. ©APMALIEBTUYHHU JAHHH

6.1 CnHcbK HA IOMOILHHTE BeNmecTBa

Ilazonanub G.L. Pharma 200 mg durvupanu matiemxu:

CwpuesuHa Ha TabneTkara:
Llenynosa, mukpokpucranua (E460)
Harpues HuwecTeH raukonar (tun A)
IMoeunon K30 (E1201)

Marnesues creapar (E470b)

INokpuTHe Ha TabneTkara:

Xwunpomenosa (E464)

Turanos nquokeun (E171)
Makporon 400 (E1521)
XKenezen oxcun, yepsen (E172)
[Tonucop6ar 80 (E433)




6.2 HecbBMeCTHMOCTH

Henpunosxumo.

6.3 Cpok Ha rogHocT

30 mecela

6.4 CrhennaaHn yC/I0BHS HA ChbXpPAHEHHE

To3un JIEKapCTBEH NPOAYKT HE H3UCKBA CTICLUAIHH YCIIOBHA Ha CbXpPaHCHHE.

6.5 BuaH chbAbpPKAHHE HA OMAKOBKATA

He Bcuyku BHIOBE OMakoBKH MoraT aa ObaaT MmycHaTH B npoaaxoa.
6.6 Cuoenmajnu npelnasHA MepKH NPH H3XBbPJsAHe H paboTa

Hsma cnienyanHu H3MCKBaHUS.

7.  NIIPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

G. L. Pharma GmbH
Schlossplatz 1

8502 Lannach
ABcTpus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
Iazonanu6 G.L. Pharma 200 mg duimupanu tabnerkn Peructpaunonen Ne

[Nazonanu6 G.L. Pharma 400 mg dpunmupanu tabnetku PerucrpanuoneHn Ne

9. JIATA HA ITBPBO PA3PEIIABAHE/TIOJAHOBSABAHE HA PASPEIHIEHHETO 3A
YIIOTPEBA

Jlata Ha MbpBO pa3pelnaBaHe:

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA
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